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LTWBHERTHS.
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- BEE BONRECRAINPERIZY | mpe-paLClEsEh TR
R HNRE | EET L. BLERBOLOLER | (5ot cmmERIcLARRIE
BRSRA3 HHTHSS)
REICAEECZ D, BT3B
BERYE | 53V AUHVEEOPTYE
HOTCTEZES
U ISR E a8, ;91,’35{5? %ﬁﬁf’f;f&?
EFFLIEC | MRL CTECCHRIFRIE (IR 58 | ' 0 ki se s
OHPRE | CHTLRFESBARE(—E |
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DR IR SRL H D0, g
BBk RE ) B SR TE. KEOOE:
BTz HE~1BEMBL EBEL | gy com e 1o BBE M
- AL FAERLTERD BB AT L DRt~ DTS
FEE | LOBAOBEARIT B0 | e e
EERENG, R, EElir 2 | S T SEOCE TS,
~3BE THRETS, DiEat,

X ey b 400 g Ak DR 2 BT 2000mg/ke BEA, AT 1EEN 2 HARTRET. B
B, BERTEC, o 358Eb 4 BATER (TROBLATECOHRYY) , LFIMECEREHG
HY (GEE. BE Hh, 28 . C0oRS0 M FVaxRXFus A (AICH) OF—F IR
Tz,
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3) k +ERBOERDFRLIE

F1lct FEHPEROERICODLWTOBBAS L THERAZRLE, £EL, O
(L4, LTBE) . B¥RE (KEL B2V NELL RSV TEB%, EHoboR
BERICRZS, DROBATRAERY) | BERE (WU RERERR-TH
BEV, BOITRDBELWIES B ENWRY) | FROEERRER IOV TH, BE
OERNBRBIEHEERENCEY TEERT A LIIEDD TEERZ 2 ThHA 5, ER,
FITNDESI L, 5 LEBSPRNT 3 D08ERIIER Sh TV,

(2) 43 7VEBREOECHITREAHNEEHNRRE - FRREERNRIE. RROD
ELEHTCHS

1) FPRERE) (respiratory drive) Ioxd 25iHIER (NLES—LE) OER
FRIRERE) (respiratory drive T 5/30 v # —AKIDOEEIZOUVTIL, Goodman &
Gilman OFEBFEEINTITL, UTOL D TEPN TS,
FEG Respiration

SNV — VEEREE (LT T3 € 2 —3)) ik, SEREFE{ER (respiratory
drive) &FRREEMEICEST AEMEORFRIMEIT 5., FREMOMREEIER
(neurogenic respiratory drive IXfEIRFAIETHET 545, BRERORIZAS
NAWBHOBRELRLDIZE TR, LA LERANERED 3HEU 2R
35 2. HERFEEORRERIIHEST 5,

DX Y RAETH., EERREOMNEES) (hypoxic drive) L. {LF%
25827 I B FEURERS) (chemoreceptor drive) b (EEERMEFPREEBNIAT D) LV
EETIEH AT 5, SOCRARTIE., EREEFRREHLHRIES,

L L. ARRBREOFIHA & fERRI2FERAE & OIS +-SRBBHDDT,
BEETEHSE U B E B 62T (with suitable precautions . B&E
REVERME IV B F— KB HER & LTERTTRETHD.

hENEE RN R TV ICET B TR, R

(protective reflex) I3, N & —LHOMRIED TEETHS, N
AMEF— VAR EIRRER E LTHER L E FITE, BRSLe&H, LeolY
WMZ T, GEEEERELSZLMHD, EE BRI ey —AAICE
ABIRFRBROFTERSHETH D,

BHOWAE. Thbb, /Ay b— VN ERiEIEHER O 5 2 BAIDES. R
MENT L > THRETIENE T, BHHIRN (protective reflex) RN THNHTD
. EEREEREITI RNV ZERRLTWS, LkdoT, Pt
REERSh, RENECF T/ —E0R4A U CTHERAERT S, MESERETIEED
T ORMEEZE TSN, F—EBOEL BWVRD,

2) I TNICKBHFECH
FREl TEES 1 BEE - R FEESES. EERETAARESTERRESC
B S nT-/ANRE 14 Fi[5-b13 X OS] 28 Fl5-c1D 5 B BAFID 2 FIA8 [ERES
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BEMNBRETER & ENE28, 200 40 Flixe T, [REEESEEN) & &k,

[BER ThoTh EL2TE) TIIRW-D, REANZIT (BEBEREE T
BV T THBN, ZLELIC (FEM ET52LICE->T, L0Hxix MEEE
R Ly L OREAEE S L LTWS,

¥, RUFIRRLEEREEERERTHD, FITVOLIRHEROFE., FREC
COEIBREEREVELGAICIE, Be L [RREBHRERE) 7D LIITER
W, E—RRBREETCE A0 BEANERINIANCE L TV BRERETTH B,

FnLh, Tebb, FITADLEDS RFECRAOCERRATERNRELILES
\ZiL. adverse reactiond/gbhbH, [BIER) EFIIXZORELLT ERG &b
TTWR)EH/HI>Z N, I CHOERTH B,

L7=A-oT, I CHOHBRERELZEA LSS, HEERRNEFZ I 7V ERIICREL
TWA/NEEEFI 1 (2000 E0H - 3B R) ORERIEIL. ¥ I 7L LITEBRFRTHS,

MREFILIX, Pr7u7 o r&iERE. BSRRARNEREL, K8 10 50%E
BRRE, FORBSELRED AR ATLT PR LBESR, FIT7ARVERL
DL, EWVWO LD TH B,

Z OREFRC BT A EREILS S TV EERINCREEL TWAH 7D, EREICIESY I
TIVTEBRETHY . FEESETHLRY, LERo T oFICBIT IMERIEX MBIE
BTixbh 22w Thabb [RRltBRERRL) 2D THAS I,

ZO/NREILISRTIR, BEICEAEERER (FH) B ITARBHKIIEETWD
DT, HBEEHTHD, LT, FETHAND XA &b THRBRIITETE
WV OTHBEMH, Inbix TBWER) & LTRHLTRETH D,

T, BREGEOH B L. KEEREERECEHENRRRBEINDE T
BRERSHD 55] HHWE, i b FHERTETERVLD) L LTHEINE
THAHY, FHTRVERY, REEOEMIER LI 2NV LIIRENLTH S,

¥, BREBGREHY 5B LEZDZ LT, KYOHEREYWNRE. BWERL DR
LIHED B ATRETH B, ERBEZEOTE! i« OO Tra TH & TRRYY,
it EEEEFOSFCLHCERNOE, BFREFII W TEMICHRSEHFTCD
7=3FiT, BRLETBIREEERERTH D,

EREBEFRUIES. P b r—AY ) —XE LT, BUHICET %
BT RETHD,

# 2-a) ~ITRT LI,
1. BEOREICNNTE I 7V EOBEENERIIEETE D/NNREF 1),
9. RABIEELZTOES 2) (REHEHEREZEFD
3. ERABERES
2) FrEE, BEE
3) THl. mfERE
11) BAY 3 v7 GiuEEy a v 7 OFRENRES A3, ¥ L 7O PIRIHITER
BEDTHEELTEL X2V
12) BRREBAT (BHBRRNCEE S BROFEEED H D, 2L, SESFEEE
it # I 7AOHRKIEERBEEOTREEHEE L A2V
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13) EETH Y. ZOEFERLE, FRe (LEETROHRAFRLITSZ I 7109
WHEHERBEDRTREE D BE L 22

15) BEERTZ

21) Tin

22) DIC

24) Mm/MRRAD, BBk

PLEo 11 . #Z S 7o MEfER & XEENRZ Ly (=L, EF 11, 12,
13 %, Z L 7VOFENGEERBSOREELTEIXLRZ2V) B 655, /N
OFEF] 1 2B 13 FIB XU, BEAD LT 10 FEERL 18 FZ VT, Wi LIRS
ZESRFE. FEREEN O H A WLREAED.LIfELRR L FREREEREDN D OMEL)
AT LB, BRALSH (FE266) ot

i ITEHNG B D VISR ETEE MO THFEHL FHTTAORRELRLEEMAD &
ANR I3, ERA 18 FINET, MO0 RMEOREREBIONDIECH THELE
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=& ZIE,

QO TEERFTETEX VW) LENEM L) BN 1T, 25BEETAR, B8RO
£, FERELY . 3JERSSZEBRRLL o THEENE, O, ZEBFETH
75 COFBORMITHATH DM, FHEH ORISR LEC 2 Y FREEZ R
Z. EESEEOBBARLH AVWNIERESL & 7= L TESBER A E /ISR H D,

—%.

@ THER) & SNBSS 171X, 3 B B Y IRA 2 BRI E S, SV TR
ik, IMEIEL., 2 BERE%ETE LK,

@ EEE) & ENRAES 191k, # I7ARB 1 6ig, PRESE KaEE
EReLIEILREB T, BAERETRELCLE,

@ THEEW) L En-mASES 8) X, RBHBBRBIR. EAEhRVWEDTE
TABE HikEy, EREL, BEETLTWD,

“hi, [BEENEEMN Lahifll, ODEFIZE IBVEHZDTHS I
FEENATR A ORZDZ L3, LA, SHCHEREE, LHELE LD
Bz, O BB ER COFRE FFRTFICEICWTEBEII L VRN LB 6D,

£, @QTHEIEIFBRER-7F v b EEER, B, EpEdRnid, JRRE
HLBF LA L—XTRLE, BB L IHARE(L U ATEENTE TE 2V e,

 EEABHY DB LERD,

5 2101 D8E UTe 4 BIOMIERZEASE (BASBE/NEGIERIA~T) ZihD, B
F 1112885 Lz 2 BB R LR EFE O DR B FAETEN TIT RP TLAF
BIELTETELTWD,

Y TR Oh - FIDFICS, RATFT/— (RELESNRS[EN -
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REEICF 7/ —F (FEIBEESARRI - EHRR) 2HV. 2H0ROFRCAES
RITEAFECTLERA (0 OHbLH 5, '

EHITIX. FEREELFT ) —F D, BRI TELELO0, EARBEE LT
55 UTREZENT-HRTEFND B,

FIZHE LT, EESEHENIE L TWA S (FDA EFIES 5769078) & FEREEED
TEiTev s, BRRKEE L 2D BEEERLTV5,

#2-a FITNEBBRERCHOS I 7LEOREEE IMNRAH)

BEsd 2D &%

1. EERd$ 4 3 7
2. MFHREY 5 0 5
3. ik 2 0 2

PR R B IRFE/NET (1 ~3) 1 3 14
4. TEHITIF 0 0 0
5. FHETRBAZEMRIE 1 0 1
6. REITRIE 1 0 1

thifiMEISE/NEL (1~6) 13 3 16
7. avy 0 0 0
8. TFPLAX—HE 0 0 0
9. it 0 0 0

chiR MGG (7 ~9) 0 0 0
EHEHY~FELAT(1~98FD 13 3 16
537 )LEBEEX [ 1 X1

%R2-b SITNBEEECHOZ I ILEOTRRBET (FRAHN)

BEiA Z it a5

1. BERD 4 0 4
2. HRRE 6 2 8
3. DS 5 ) 5

IR RERIE/NEH (1~3) 15 2 17
4. FTRHSIZE 1 0 1
5. SHETIARAIE 1 0 1
6. RRETIRE 1 0 1

thigHIFFEAET (1 ~6) 18 2 20
7. avy 1 0 i
8. TFLAX—HKE 3 0 3
9. TDib 6 0 6

chiR A LIS NS (7 ~9) 10 0 10
BEHY~FRLAYT(1~945D 28 2 30
S IVERIRXK | o

P11



P12

®2-c SITNBRABRCHAOS I TLLOEEMNLR (IR - RASED

BEH4 Z0it &5t

1. ERe 8 3 11
2. WFRREE 11 2 13
3. DIk 7 0 7

PR FRRIAT /NG (1~3) 26 5 31
4. RS 1 0 1
5. FATEAERIE 2 0 2
6. RBTEE 2 0 2 X2

PARINEITE N (1~6) 3t 5 36
7. avy 1 0 1
8. T7LIX—i& 3 0 3
9. it 6 0 6

PRI LAS/INEL (7 ~9) 10 0 10
BEHY ~FRLZT (1~94ED) 4 5 46
SV BRI B3 X1

X1 UMROVBIESST VIR A ATIC R BRI R TR FIESREL - 1-8 | BES RIS T L (2
HBEMETED,
K2:ECLTLENS BLHEMSTRUBLES., EEEE->HNERNMESESh TN,

chLORBLTAYL. BPORVEHZLOOBAFNS v FECHOECHOER
ARG FILEBHTECETEY ., ChoDRTLOEEE IERR GEELTE
VELDIE, BEELLT, LTRELHEWILCHIEHRS.

BEICAZTRYE (OREZEATELN, LOERSATLEREEZZ D%
EHNFRTHCEITEY, BENEAL TE-EMAHS. L EET, XCOEE
OEXRIEEZEZELWEORB > f-. TOLSILURERLCLOHTNES, IBEROEF
E. BRWELLETEL,

(3] TREAE] & T2 JLBRABODEAE] DXL
—REAEE. XFEYRRE (FX3OCRLE) TELIN, 23 7)LIckB
TARIERBHSVIRBOBFIAEHMTHD LMSL

(1) BREBAELZ S 7IERBOEAEEZREET IHEM L TOHHR

AVITNZFIBL T, VANV RBIEIZE ST, BUYEIC X VR LTWAS
GEWRA vF—T7za (IFN) Rf ¥ —uAf 2L DR EREELHL TS,

EEBRHCALD BEAE] X, TRHIFNR L2 28V A "I D=L ES
biv, ERAICEZLD ., REBELERD, HAVIIEERR L —ZITELEKITE LS5 S
Ex5,

—F. #FI7NVRABDOEAEIX. BEEOBAICTHLEL TR, £< DBESIL.
FRBE—I72BETETLEDELE, HBWVE, 3TCBITR->ThL, ELITITE
0. 86°CREMOEERIZZ > THETHAELTWS LW HIRER-,

T, ZUFMERVATELDYA P IAVFEEET ALY RAV RAZ I VRED
FEAT A MRKER (NSAIDs : 7t b7 2 ) 7 = Ui3HEBAMNED TRV O TRL)
PHERTAZEBPFEINTWEED., VA NVAREDORBIII AT u Al NAREH
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PERLUTHEALLL LTLEARREBICRS Z LEIEROTIE, HY55LEx6h
%, SO AT B A MARIERZERBEORRERE, 5V ITFERRT S,
TAERBIIRED 55EEFXD, LEB-T, 1FITMERBDOEAE) &, BRD

(B AT BT AEBE BT 55681Ti3. NSAIDs REFFIMMER SN TV 34
FBROTHBTIBERSHD LERX D,

FITC A7 oFICRBLERE L, A2 REEFICTHEAENE Ci=f
BED, FOLEDERE, ¥ I 7NVERBEARREBIC 2o Fliz B 1T AR DRE
B L7,

., BEAE] WL BREAR] LHEEINAFICOWTIEEREL, €
DESOEBOREL & B R (272, SGRENICHL, NSAIDs REBEFIMNERE
NONRENEI ERBRENE L DT o =TI, NSAIDs ZAzEFEE BOREIXR
PTHBEX R X0 .

(2) RBAE] EX2ZINMMERABEAERBROREOLE

F I 7N TR ERERAL T RN I EBHETRERE TRAE] Ot L
T, A V¥ —X%v b EICARENERI12,13]. DANERENLOER, 8T
15 FEEE L GERERBEASEN) . 35T AERTAROREPRIIIFTHATS
DT, FEADREBESHBAL W= 1261 (BiE6, ktE4, REA2, FEHHA 114 : 3~
158, FH8.255, SD=3.6%%) T 14 (4BBER) X, BB BEREFRERZT
D THot-, 11 FITEE. HAWVX30. CCLLEDREBF TH -7,

—F. # I INVRBBEORAZEFAOKEBIZ OV T, UTOREEFLE, EENHR
EUE (-1:340) . 2005411 B 12 BRELENPOEAERE S VA2 2~
e bieiEE (2005 483K T J-2:27 1. 2006451 B 1 BB J-3:14 ) | 4 & —
v F12,13] BcABEhEER CERERLK18H, K-2: 84]) | TR EOE®HRD
346, 11, 14], et 62HITHSD CrEFER 1 HI(141EA & —x v MEB[10]D 16
LEELTWE) (T2 S ILRANPOJIP HINER) L35) . EAFBERCRESH
7-1i [5, 151 FDA R T]1T. BEIEE L= 2PN, REERFBMEL VWD A
VWi T,

62 D, FAER UM - HERRERE EDNBEFSEE 24 (82 JLERAYE
AEB) Thy. “05 b, FAEERKEREBOERISHEAL WS (RESTEEHS
NTWAEESOIEN., [FHEy ML TWE) RELEDE) X3BHbok (B
19. Zoik 12, TREA4. E46HIRA 27 Bl 1~55 5% ; I 13.2 5% ; SD=12.35%0) (GE1).

BSEY . HAVEERLE B LHI5EE. BLIUBELEHENTHWIHEEIRE
39°CLL LR TEEy L Lk,

i [3EEEy k. RERLBDTWE] MERL TV BuEEL Rhofer 2
Piah, RESEEINTWAEAIL MBOCHRE & L, ok, EEEAE] I

BB TR CIE, £ < OFIMCH ETH o Z Edrb, 3PCULEDSRATHT T

A, TOERERATRT,

P13



P14

F3-a HAERHBOGER (1) (43 7/URBHEFERERER L OREL)

S S3TN .
KEAR | BEN Pl AyXEL
REYVRERESIICRE 1 ¥ 28 p=0.0000180
BRSO 11 7 OR=44.0(4.37-1081.12)

¥ RREULRPoEHTHD, ROTERDOEZITRELEELOTHY,
LEdoT, MBLADTLLORIERR 0 ThHok,

KX 2L BRELRWTERAEL & C-FICi, 12609 141 (8.3%) 7 A3KIEA
BNEFEORETH-1-M. ¥ I 7VRBEZEOFITHE3sHIP28% (80%) M3ISCRIEH
LuNE BB LIS T TR TWE) TBUIEL 2hvoTz) W FIThoT,
Z 2 7 VERBHIDIEE B DRAIFERBEI x5 4 v Xk, 0R=44. 0 ; 95%AZHEX
(4. 37-1081.12] CH o7~ (p=0.000018) ,

T0Fy OB E L/ ASVpERERTRE, I 7AVRBED AR X KA
SERREBITHEL S B bwd [BEAES LITRRDZZLBALITH D, 777205,
&I INVRBEO THAE] 1T, RO — /3B E THEBBICA->THL, HDVIL
T o ERNS 2o TS, SGICE, EEBICR o THLREETAEABHERE VX
k5., =5 Uioiesesic & U - BG4 LU T I fmihyRd,

[42 2 7LRAHh. MR
1) 4FBF. 37.5CTRBREETE. FYOE (B3P 14 : EHA)

EENEREBLEX  HENFHE~ORERLRIRLTWS S b0—F] (14F5F)
IHEBRASZRET S 2 kb7, 39°CHRED HRDEFETCIT. 5 CITHERA L RIT&D
FedICEZITARBAL, 1R~ 2BROMICRETHO%, ETHELTWD, =
DB, FDAHBZOEE[T]0. 0 =4MF DACERK LI-ER16], EHEOFR
Bl CHLEMESNTVWAR BRALTHSBRALEMTHI LV ZENRBBSATIVG
W, LT, ¥ I ZALSMNCERIMATLRA L TORNC D LT, FDARS
[T11. BEFISRAIN “Unknown” & KEOHHETHEASH TN, Lo T ELLF
SEERBRIT I VHEEFTShTWS,

2) 34 1COERKR & 72 v BREHEQE

i, BITOEMLE0B0LE @ERMB) 1. 34.1CE WO EEBIZ 2> RERE
AR RER > 2D . TORDEEERICOEZA T TS, WThb, £< [ER
¥AE] LRFEPVVEETHS,

3) FERREE. F7 /) —FPL L bICREREE 2y R E LS

o BB M# I 7VRA1ERgE Ik REE, BERE 77/ —E0d D BRIER,
EEEL., B (BREE »ELTRAEESNAERT.4CThHo7MbHD (147
27 FHC) . ZOFTH., KEGEREEICEORICETEARREL2Y . ¥
AERECRBREC R T L EORBNE A EIHLEATND,

AGIY. MRS O DI EBRREL R Y | BT 3 —HFHIO L 25 TIEREREE
OEE (BREER) 24 U TEREERHS D CTERL. FLERAFEWE L),
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Wz o F—~FHRREL T BNERBUT. [EFEXIOFTERRO TRV &0
IR EE L, MELELZLTHAILEERLEE VDR TNHA,

Z L7 NVRBFIOPIZIE, TOEFHELTLERFIDIEN. T3 LTEVELD
L ZATRLE RN BN 3G, RFIDIZHID7eL 22,

(3) XRLED IBREAER] L2 I 7V ERAECAEREROKEOHE

EEdRESE (Web fR) T, BWAE] CRELEXREREL LT, T0SEX
BRIBHRR % 2IRRBL UNE L X 2 BIBEE 228 BlicDiE»72 (FoEfcEA T
UYNREEL ShTFR—BHEDBRAETH-HBELES) , 5. AL,
NSAIDs REFBHMBMER N TWRNT EBBERESNZ L DI ho oDz, ZDK
I LAWEECHREI B E 2200,

228 fildh, EEARTHIN-FIAEE 221 618 0 | 39°CLLEA 140 #1 (63.3%) . 39°C
FEL 81 15 (36.7%) Tholr, 728, 38.0CHKMDAEIL. 24 Fl(10.9%NTIBE 72hso
7=

39.0CRMEZILFEE T2V (BELAD TV ) FIORIESE. BETAEFR
81/221 (36.7%) =k LT # I 7 /VRA% OB TIX 28/35(80%) Téh - 7= (OR=6.91; 95%
EEXE2.72-18.27). p=0.0000014) (G 3-b) .

#3-b FAERRBEROEFES (2)
(XBRICRARRBAERN LS 2 7ILBAROEE)

XRBIEME A% XEpl | 220
By ek BE OBRE D Big | PREAR | RRAR
S| D7 el 9] G o[20) | [21] CE BAE
TAEERNAE 15 | 8 ! 17 i 2 | 188 228 52

SARORRKELEH | 14 | 8 ;17 | 2 | 180 221 35
P R S 1 i1 i 5 i 0o i 74| 8lwem | 28(80%

.................................................................................

(msmpsocLl )R | 13 7 12 0 2 i 106 ( 140(633% | 720%

28/35(80%) vs 81/221 (36.7%) OR=6.91[95%(S#HIX8:2.72-18.27], p=0.0000014
[ IR RES

LERoT, [BEAEOEIIEHEREE (ITE39CULE) CTEUBNR, #FIT7MIX
B AEEROCREEED A5 WIIIERONE 2EEHNRE V) LERMITAZERT
x5,

[4) BEEORE (S5AEERCS IV UTREE) &0
— T AT (SOEERSA VIV REE) OREILNSAIDs
A2 L, BAEPRIFAFECHL MBS

(1) NSAIDs BBAIEROED & & SICBREREORTEHSLELY
SAEEROERL LT . 7TAYY YORELZEET B AR i 2nTths5,
Fir. BT 5T BERERA VIV FREOREE LTD, P7u7zF Ik
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7 = L8R ¥ O NSAIDs OBEREDNIEEREORERYEHY | BEBREh, ¥
A WRBRGERA I N T DRBA~D NSAIDs OFERBFLBP LI Z L bRE
E£ThHD, LB NSADs BEHOEHERIIEST, A VIV FREEIC 227
BAOEUERE LB LTER (®1) ,

1%, EAETHEEL 1999 FUROHRBIOT —F 5, BESE PO NSADs
FEREORELECENHADHBEHB LI DO TH S,

El FX7 A Fﬁ%}_ﬁ%ﬁﬁ%ﬂ%kﬂﬁﬁ%ﬂlﬁ@#@

| 35 - - .
|

0 —A30 7

C mmrElay
: - A\7.6 l i
| 25 |- “ -‘L “ - L' " NSNDS&ma‘A ‘, |
O RV E
H . E |
9% 15 .- — - *'i
L3 - ’ H
i 10 . . = - C - }.e:eé
| “A 6.9 ll!
l 5 b —— —— . w s PR e - aamers e + s ——— b wie mmm—— e P
[
o i

&
2003 ETHSES THEBREZ RO L.
| r = 6.9188(p<0.05)
Z O, BEER LIOEESBETEIERERELY.
EXCIS VARERTCHERLIELOTH S,

i A . . . )
\ ~1996 1999 2000 2001 2002 2003 2004 l
I
I

2000 SEE T (REHDEAOREN T TESMSRINDH) HMEBEDOBHTR
30%75 NSAIDs #{EA L. BEICR - RS0 TEIE L S0RETHo7ei’, BENR
HLI-DHED 2001 EITIE, NSAIDs BEREDOBISN 11. 4% WD & L biT, BEEOH
&% 14. 3% LTV B, 2002 £EIC1E NSAIDs fE HE DEIE1X 6. 9% L. TO%R
I3 NSAIDs D4E FE DEIAMIAREENTIIT RS 2VR, ZL o TWA I LIXERX BN
20y, LT, FEEEOBRIEIE 2004 1213 10. 0% & 20T,

B9 5 &S L EEOREMZSE = 7UAVNRIHARE S h SHI0 2001 £
Tz, ERLTVEMD, CORTEOFPESE S INVFRIBShELHOTEGN., &
LA, NBRZ I TINKT 4 vy TERERERAD 2003 EXDT—R 4T 18.8% &
BIIL TS (Chid7 =2 Pre ¥ I 7 0f 5 BIRERL & 16.6% L 25D T, &
SENFTH BN ZEIWED) B R TVABDIEF I 7VHBER LTS TRERH S,

(2) NSAIDs [ZBRBOFTELIRETS
NSAIDs DRBERT~OEZE GECRLEM) 1, BHERTEDCHRORE
nTna,
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BERINETIIMELAE IR 15 EROBREHABIT LI 25 20k
SRFECPARICHE S Z L RS TE 22l A v X1 10.0: 95% S HiIX H[6.12-30.06]
(p<0.0000001) THol, AV RAFVUREERTFuA FREERE T o %—
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FDA Approves Tamiflu for Prevention of Influenza in Children
Under Age 12

On December 21, 2005, the U.S. Food & Drug Administration (FDA) approved the use
of Tamiflu (oseltamivir phosphate) for prevention (prophylaxis) of seasonal influenza
("flu") in children 1 to 12 years of age who had close contact with an infected individual.
This is the first drug approved for prevention of both influenza A and B in pediatric
patients.

%

Tamiflu is an oral anti-viral drug previously approved by FDA for both the prevention and
treatment of influenza in adolescents 13 years and older, and in aduits. Tamiflu also is
approved for treatment of influenza in pediatric patients older than 1 year of age.

A study of the spread of flu in households involving over 1100 people included 222
children 1 to 12 years of age. When someone in the household was diagnosed with
seasonal flu, other family members received either Tamiflu once a day for 10 days or no
Tamiflu at all unless they became ill. The rate of children developing fever and other
symptoms confirmed to be flu was reduced from 17% in the group receiving no
preventative treatment to 3% in the group that received Tamiflu as a preventative
measure. The benefit in children mirrored the benefit seen in older individuals in this and
earlier studies. The effective use of Tamiflu to prevent influenza in immunocompromised
patients has not been established.

In the studies, side effects from Tamiflu, when taken for prevention, were similar to
those from patients who took the drug for treatment. The most common side effects
were nausea, vomiting, headache and fatigue. Vomiting was reported more frequently in
people receiving the twice daily treatment dose compared to once daily prophylaxis. In
the current study, children reported higher rates of vomiting than adults but this was
observed to be dose-related. Although no new side effects occurred in these studies,
FDA has requested additional postmarket study data from the drug maker to support the
long term safety of the drug.

A comprehensive review of post-marketing safety reports for Tamiflu indicated rare
reports of severe rash and allergic-type skin reactions that may be drug-related. As was
discussed at the FDA Pediatric Advisory Committee, on November 18, 2005, FDA
required that new safety language regarding serious skin/hypersensitivity reactions be
added to the Tamiflu product label. Patients should be cautioned to stop taking Tamiflu
and contact their health care providers if they develop a severe rash or allergic
symptoms.

Tamiflu is not a substitute for the flu vaccine. Patients should continue receiving an
annual flu vaccination according to guidelines on immunization practices.

Tamiflu is manufactured and distributed by Roche Pharmaceuticals, Inc. of Nutley, N.J.
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SHEESENERL | P~ BEBRIEE, [TUhA [1IRERE 1B (A E4RAE/DIC: E|BER%E| 7 (1)
JE (ANE) |EEMTEC a v RET EiE B~BE ~3 T
RAE
HSES &) h~BEFHEE, TON|KKNEESENEDRI, &R|1~4 8% ([FEMSAE/DIC: F(PEER] 5 (1)
AR HIBET E~aE B~TET
HEEGTIES 3 v 27IKEE |2 8% cortical laminar necrosis
B TH At
SHBEER|IFTE~-SEEREE, S, |BREREE, B4R ERERO|REBES EF~FE| 2 (1)
(ABS) % BALZTIZLBBE Ay, BB EEELY HRLBES | HRIEHBEC|C
2%
HURAEK| BT OCNABRE TR | IKEMEZIR (FAExKE (3~78 ER~FHREEREFIBE~P| 3 (D)
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EFESE KRBT IRSER L ¥ — 125173 176 (1998-2003) DAERETRT,
ANE : acute necrotising encephalopathy of childhood, HSES ! hemorrhagic shock and encephalapathy syndrome, ABS : acute
brain swelling, SE : status epilepticus

@ /MR B8 EE 3 B ( Pediatric Safety Update for Tamiflu, Pediatric Advisory
Committee Meeting November 18, 2005)

ETOFITNVHEERVTHICETAS/NEZNRELUEERABRZHKSL T,
HHMERAERERIODVWT. I TNEBRERET I RBER SR THENB R
CEHHMZRL TR ZT S EHURREEFRAARI. ¥ I JIVEES%
(44/903 B & T 5L RIBER 58 7% (44/660 f) ThH -7z, EERHEHMRREE
HRELELT3PIHMESINTVWADR, WINBIYITINEOBERRIRD SN TY
AR

(Pediatric Safety Update for Tamiflu
http://www.fda.gov/ohrms/dockets/ac/05/briefing/2005-4180b_06_06 summa
ry.pdf ZZRL T ZEIW,)

@ United Healthcare Database If ER ( Pediatric advisory committee executive
summary for Tamiflu. 2005.11.18 )
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BR< HRRERIIDODWTIRENRED SN, —hH. BEBIZIOWTIE, 37
W 58T 0.1% (12/8,875 #) LI 58 0.3% (149/54,386 #i) K D FEHIH
PR - T2,

¥/, FAEHBPOS L ICBNWT, A1 27T EBMEINTZEED
PICIRETHIIHRE I N TR N,

@-2 XBEIZBTHHEBR(2FER)

AINIT T EBHaNEZ2EROBEZ, ¥IT7INWAEKEEINL 39,202
BlEYITNNBEINE S 136,799 BlIZ3T, 1 > 7V H2Ei# 30
HURWICRBELUZA > 7N o HEEEROAEZIT> . TORKER. 127
IoHEZHINTHNS 4 BURNORECRIT, ¥ 7I)IVEGFHHIL 0.003%
(1/39,202 #) & 3E#% 58 0.041% (56/136,799 #i) & HL#E L . 11 KD - 7= (p=0.02).
HEFMIC Y ITNEREERTCOY ATEVEOE#EENREI N,

3. BHERREEERORAL

HAEFET. AR THHRERICY 2 7V IRA S N7 HEE B35 203K 2,800 71 61T,
ZODBEANMINEL ZRBEHHRROBUWEMRKE T, ERMN 3 AU EEMIZO
EAHEARBRE SN TN,
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