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EE . RECHUSEBEETIC L, D GUREHER B (RN ;
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3 AT IA N ABLREDTHOEKRIIT I FIC 3 LRCRIOBIE (kA R IR, FiER, JUR T 2 %4 |
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P - W, FELy IELELTLET5ng% 1H 1E, 100
L - IR 5-5
FF 4 B 5 R HIRE LT °
#I % W TN (28) <BE>
ot ® G T
i % | RARVDKESS B 1537, 5kl L0
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Cer>30 11a75mg 1 H 2 [A] 1/A75mg 1 H 1 [
10<Cer=30 1[A75mg 1 H 1A 1 [9175mg F& H
Cer=10 HESE R SAEL L T

Cer: 7 VTF=2 20T TR
[(EALEDEE]
1 EERS (ROEFICREEICBETEI L)
OB RS B (<P - HEICEET 2 EoE
B> R OTEE 2 EARNEE | OESE)
2L EELRERWEE

(DAFNLFHREFI OIEHCTH D . FHEREDET L T 25412
ZIAE R EEE DS 2 B BEND D B DT, BHOBKE 1B
LClE. Z L7 F=o2) 75 2HIZE C<Hik - H&
IS 2 EOEE > 12T, KRR L 2055
BEICEGT5 2 L (DBl omESH),

(CRABESIEASA > T A A ) ZAEGSEICEBEL 720 .
A TIVI U FRIER IR SN L 2 EWH LD T, MK
PREDOH AL PUR A 2 3% 53 5 % S 2 LA 1TH T &
(<HhE - ZDFICBIES 2 EoFE> 0EBR) .

3. BlfEH

H TR VHIOAKTERS F TORRAER096IZ BT, BEME.
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Ei)
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(1EXLEER
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SRS, BEI - WETEIENE ., PR REE, MEAR TS5 &bz
B3 Gk L, MRS E1T) k.

2) B¢ HEEAT) - MR DOFENREENTWLHDT, £
RO LN H A NI XREOBAT I X R CEFE,
JEGESSE) 2RI L. MY A EEIT) 2 &,

) BIFERT 6. ATHEEEREE. J|E (HEAW) © BUE R%E 0
FELF4, AST(GOT). ALT(GPT), y-GTP., Al-P®
FL W EREZ) RS, BELS DL Z LN
HDHOT, BEY TSIV BEDERD S NEAIE.
Belga kL, BB MEZIT) 2 &,

4) Bz BFEREIRE 1% 3% (Stevens-JohnsonfEfREf) . thEMERE
1EFERLAESE (Toxic Epidermal Necrolysis : TEN) EEEAH) :
P T AL IR TR L v 752 22 K SR E R AE 55 0D Fz R B s
HoHONDIENHDEDOT, BELTHIATV, ZDLH
RERDSH S b B AT, B G- a2k L, Wb 2 L
iTH 2 &

(2)

5) 2MEBEARE (HEAW) BB RaErd b s Z L
D DT, BEEET3IATV, BR AR L NG E 1T
EHIHEG 2k L, @Y RLEEITH 2 &,

6) HMEKRE A . M/ A @ HIMERE A 1)
WIS Sbid ZENdDHDT, Blgx 1451247\,
FEDRRD SN ARG 2 kT 5 % &, @) At
BEiTH) T &,

7) B - FIEAEAR CHUE AR CAFH - RRE R (P kB
HEATEY, . KU, B ERE) BhosbhbZ b
Wb DT, BB 51 TV BEPRD SNHAIC
G E I Ly ERICS UGl 2 0 2179 2 &,

*8) MM AR, BIMMEAE X GHEAN]) © it Rr 2%,
BRI KRG 25% 5 b b Z e 50T, ME, mPET
SO R DTRD O NI G2 Pk L, ) 2
BEiT) &,

(2)Z2 DDOEIMER
WD & BEWERDH S b1, FERICIG LTS
b T A, WY RLEEITH 2 L,

HHFEAND] 0.1%2L 1 0. 1% i
A BT A KLBE (% | 5895 FHIRE
SALMEE & )
Z ) FEIE
H1bas FUS 28 IR, 2 | F910.9%). | 1A 48 GRS 1
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5. 1118, FElR. RILBEAORS

(DI SAZIR TV B R D & 2 1R NS5 2 5 A 1213,
EREOBERMED G RS &SN EICOMRE
952k, UERPO#ESICHET 5 2eMIdir L T
Vo BFEER (T v ) CTlRREE SRS ST 5, ]

IR G- T 25 A 13T 2 E5 2 &, [k M
HHNITT A 2 LD REENT VS, ]

6. NEREADERS
o B8 (K AEAREE, FralR, 2L o4 s%4
IS L T v ([ ZoMhoEE JOHESIR)
7. BERE
MR GRS M, IR, FEIMED T OSSR T L 2 LA
Hbo ZOLDBIGEE, BE AR LEY 2 MEYIT) 2 &,
8. B LDEE

EEHIZL(TEE - PTPAEOEANIPTPY — M S HY 1 L CHRA

$THEHIRET LI L, [PTPY— FOEMIZE D, WO

HATEERE AT A L, Bl E2 B2 LTt &5 nE

R AHHEZ T 52 LG SN TWD,]

9. ZOfDEE

(DEIFCTHER S 727 72 VAN X 5 HE TP RERIC BV T,
FERRIRDSHEIE L 72 L QWG 1Bl 5o Tz, EAVCTHERMS
N7 h 72 VAN & 2 B MART BTl A E 2 A
MR CHE IR IEAL XA B URE A 7 B2 S 7z JERG
RRBICBWTIE, BRHENLI00f E TOMEIZB W THE
RFHEILFHED SN TV,

2EATER S 27 TRVFNS X BB EEE R OEE
IR 2 B 2 R e LS MAEERARIC BT, 1~
TN RIS 2 EMETIE T T BRI LA R
BFEFASN TRV, L L, RAFEGIZL ) 7 AV A
WM 2 BB L. TORRE. 388\ fIAJe/BER L
VXEESE /ST O RIE I A3 328 L 7o

BENCTERESNH T VHIC L s (6580 ) % %f
Sk LB MAEEABRIC BT, AFOFTFI2L Y1 v 7
VI WRIEHIM 2 75 £ R LT, $508H (23%)
R L 720

()2 — XA HZEBE LT v 7V FICRE L 7B KHA
)R LR L7288 2 v

(SEPTEE N2 T2 VHN X 5 ETH PRI BT,
6 M A2 THRG LRI 2w, B, EFTIENT A
Ty THEIR O TR VFN & B GRERTEO RIS
WC, 128 0588 H B o

(6)%)#5 7 v b OHBREOHRSGHERBRICB N, ALy e
V) CERYE 394, 657, 788, 920, 1117, 1314mg/kg® i
HCHEREOHRS L2, 7HE®T v b ClEEEmIcRhEL 72
FECA657mg/ kgl ECRED SN /ze L2 L. 394mg/kg#%
¥G L7727 H#ET v b RO 1314ng/kgZ 35 L 723k 5 »
b (421 #5) TIZIETIEFRO DN o 72,

(ST v FOHRERROKRS M3 axt7 14 7 ARBRICBW
T, FUDPBDO NG HEICBIT AT LY IELD
fix/MmAEFRAUCHKIEX. 7H#S v b T0.31(394mg/kg) . B
Sy b (42H 1) T0. 22(1314mg/kg) TH - 720

(EENEE]

1. IARE

<BARABEBRAICE T BHE>Y

RN 12861124+ £V 4 I ¥V E LT37.5, 75, 150/ U8300mg % Hilal
RO 5% GEAEIE) L 72 & & ORF O TG HEAR -2 5 i BEHERS [ OV B)
FENXTA=FIFLTOEBY THY . AUCq o M U Coaxld FH B L BIRG 12385
B EDTRENT,

HAR N AT T2 B 2 i& AR o 14 v gk s

(ng/mL)
1,500
—— 37.5mg
= 75mg
% —e— 150mg
i 1000 —x— 300mg
b3
=
I{Z
¥ 500
|
."l.l.\
ol . %
0 12 24 36 48 (hr)
[
FERERENOE 7L 1) VA
ERECR AUCy Craax tmas tue
(mg) (ng - hr/mL) (ng/nL) (hr) (hr)
37.5 1,652+ 203 150+ 35 4.3=0.8 7.0£2.4
75 3,152+ 702 360+ 85 4.1%€1.2 6.4+£3.7
150 7,235+ 515 662 = 165 4.3=1.1 6.6x1.5
300 12,918+1,564| 1,377+153 4.3%€1.0 5.1%£0.4
mean £ SD

<BARAE#E B0mLLL) 5 3 RE>?

AEWSOMELL L O G E S BIC A Ly I YL E L CTomgk MR L5 (i
B L7zl Z2OKRFDOEEROSEDFHE/ T 2= F U TOEB) ThHho
720

HA NS (80 LA L) OIG AR D IEY EhE/ ST X — ¥

EEasny AUCqw Cinax Tmax tiz
(mg) (ng - hr/mL) (ng/mL) (hr) (hr)
75 6,063 =604 43929 5.0+0.0 7.0+0.6
mean *SD

<BAEAEHBEAICH T B HBRRE>Y

HARABROCHAE A OB AB FE2 5L L, A2V IV ELT
75mg 1 H 2 M &% 0°150mg 1 H 2 W% 7 H B RAEHS* (AkikS) Lz &0
IEEROSEYFIRE /ST 2 — & J O AR EEE b7 7HIEDTTO LB Y TH-
720 HRARODEHADOWTFNOMEIZBWTLHEGHE 7 HHOAUC LD
ConZARETH D . AFEFICB T B EFHO SN o700 T2, b T 7k
DHERE 7 S G HERITFEGBARE S 3 H DN E R IREEICELE L. HMEEHE
SNGoTe

BB 7 H BB 2GR OED#RE/ ST A -5

Erasn s AUCo 12 Crnax tmax tiz
(mg) (ng - hr/mL) (ng/mL) (hr) (hr)
75(AA&N) 2,276 £527 297+90.9 4.3=1.4 8.8+3.6
75(FN) 2,270+ 387 244+29.2 4.6%0.9 9.7€1.2
150 (HAN) 4,891 +963 599+96. 6 4.4%0.9 7.9%+1.8
150(F1A) 4,904 +477 598 +70. 0 4.5%0.8 9.0+£3.7
mean * SD
IE RO AT REE b 7 fH
5 A R T PR (ng/mL)
75mg HA N 75mg FHA 150mg HAAN | 150mg FIA
3 162+44.5 158+39. 4 301 +116 289+87.8
5 163+50. 9 153+49.5 325107 360+73.8
6 168+58.6 185+30. 1 344+85.5 324+82.5
7 163+27.2 144+35.7 326+84.7 287+56.7
mean +SD
3



2. BHSEEREEE (D T B EREY

<HEANCHT BEE>

IVTF=r )T Iy A(Cer) IS & ) HL5E S - B ikfeREE S
a0 A MG E L, ARy I ELTI00mgl H 2 %
6 HIEBEE S L 72 & X OEEEEDBIEL. UToRDO LB H
FRBEIIRAE L 720 TR 70 B BTG & OF sV
HThbLEZLNIZ,

556 6 0 BICB 1T 2 GO BIHE S5 4 — 4

b [h S
Bl

Cerfif AUCo12 Chnax Clro2
(mL/%3) (ng-hr/mL) (ng/mL) (L/hr)
Cer=30 43,086 +18,068 | 4,052+1,519 1.54+0.55

30<Cecr=60 15,010+ 4,158 | 1,514+ 392 4.19+0.67

60<Ccr=90 9,931+ 1,636 | 1,058+ 183 7.25+1.15

Cer>90 4,187+ 630 494+ 80 | 17.50%2.78
mean +SD

3. EYHEERY
<HEANCHTBERE>
Ty I EVATRBEHHIEESRE D 7a XA Y FEOBHIZL ) E
21075 ZADET ., AUCoco M U Crax DR 2 FEDHGIMASFED H 720
ZHZEiET= %/M%LLh%ﬁfﬂﬁﬁ*“Méﬂéftwy
3 U OVIF R TR S LB HH) & OB X D WA R %
EFLUEERREL TS, LAL, & ﬁé £ 2 I ERE D
ZALOENE L G m OV TH 513 EERICEZE TlE RV,
BB A Y TIVIUHT A ARERYSE R D AERER O 72012 PFH
ENDARENEDH Y (Pie A% 3 V3, v~ 7 u 51 FRTUAEWY
NSAIDs%:) K VLB 8 % 5-2 5 1T E@%é#ﬁ(hfﬁ%
L) 0% OFW & OMEAERNIBE ST,
4 EAAEY
?tw&‘ﬁwﬁw%®@ﬁﬁotb T M THFRPA X
BRI EOREFRIZ, ALV Y IENVTRETOEEIZBNT
W%uTwﬁ Tho7275 EHETIICTROBEICBNTY
T3 ULUT DTN DTH o720 (in vitrostER)
5 K3 - HEfT0
<HEANIZHBT BREHE>Y
RAENTE 2BV RIS S 2123 & LI it A i
KGREND o BT IS LAAE (FELs I ELE LT
37.5~300mg) HIAEE 3% 5% L7z & &, RE(LER R ONEEERD b
HTHGARIE R £ £ TL270~80% A hR H I HEME & 7z
FooA vy IENide MFI 70— A7 W AERBIC LD .
P4501Z & 2 AiHEER0 5§, P450% 4/ L 7= 34l AR oo feat 2
£ ) BHPASOIEE ORI L THIF L ALHEEEZ G52 o7,
UGB - AN OMREST. SkgPL - /NRITR L CRRR S vz
- H=ix. 1A75mgx 1 H 2\, 5 HE#x5THh %,
TEI%S AR LR E N2 - I, 1l 75mg % 1
H1m, 7~100M#%5 CTH 5, kHE37. 5kgbh Lo/
VAT LCARRE S 7 ik - HEX, 1 l75mg%x 1 H
11, 1005 TH 5.

(Z%) B FEBRO#E R

1.4 ,m9)

WEHEZ » M2 MCl-F v ¥ I ¥v20mg/kg HIFE &S L 72
By O RE I AR R 20 Ly MEMECHEBLL T ze 3
LEZBRC LTI, B CRERELr R L. EifEo 1oLE 2
5N TV BRI TIXIMEEDOR 25T > 7255, PR ~NOBAT
3 h o720 MIZBWTIERADBITARRD S, BATHS
W EHAREIEEDOR1/2TdH o 720 T EEIZH G548 £ F T2

Atk 5 12IFTTAITHE L7,
2. FLt AT
237 v MIZ[MCl-F 1N ¥ 2 ¥ )v10mg/kg % B aRE T4 5- L 72

B, BURRRIZFLITHICRAT L, 15 1 et TR i B 1 L 7o
Z D%, MEER LAZIZFBRZRHER T L7225, FLirh/ g g
JEHIEEICFIT I BV TE Do 720

(ERPRAL#E]

1. BB E

<HBAXAICHTBRHE>T
ERICBWTEBINZT T REFHE L5
(JV15823) ® 5 HM#% 512813 B4 » 7V T 2 FREmH R (& To%E
RAYET B F TOEER) ISR 2 G501 % DUF IR,

A7V EGSERE 2 G & L ZEERLEBEBRIC BT,
FV s IV CEREIZ LY BRI oSO M, BEEE KT,
7 AW ATMOFA . AR RIAE I O 525580 6 vz,

£ TI0AR I R S B

(4)

A 7 VI AR ()

Pl A ¥ 7 VI R

s TR VTN
* A T o))
e ; 70. OB #2

Fevy eV JE | 5 HIE | 12261 (53, 8-85. 9)

o 93, 31

7T R 5HME | 13081 (73 2106, 2)

) Fevy ey CEREOME: - HE
FenyIe)E LTl M75mgx 1 H 2 M
#1) A 2 TN HRGE Y A IV A G EE A HU R O 52 X 0
E L7
#2) p=0.0216(7 7 LR & DLE)
<HEAIHBTBREHE>?
Wik & HEER CIIE SN2 7T AR B IR E L TR R RBR D 5 °
#5128 B4 v 7V o REEIIH (2 TORERIUHET 2 TO
iR i D s e 2 S i N A T
A 7T AR I (R

e PG | sy | A ¥ 7 VI A RIEIAR
% A s | PR g o500 X B
R 78. 2 2

FENVy IV S| 5 HIE | 30141 (72.0-88. 0)

o . 112. 5HE;f

75 5HM | 30980 qoro

) Ay Iy YEBEORE - e
ey I E LT MTgx 1 H 20

#1) A v T IVI U HFREGAT Y AV A H R O 5 X0
EL7

#2) p<0.0001(7 7 K& DIiK)

TRy I eV YBIEICEY . BRI ORI R OM, ERERE
DT 7 AV AR O 6 i o> I T o F9 46 ASRE &
n7z.

2. FRABRA RS
<BAANICHB BEHE>Y
FENICBWTERBENZ T T RE I E L7224 IAH R R
(JV15824) DA2H MH 5512351 B A ¥ 7V T ¥ BGLE D S FEHD
ﬁ?l BFEE LT IORT . ARG R S % & DR A 30861 (7' ¢
; 195%-835% . FI34. 0i% . 65i% LL Lo EsE X106, KA
lwﬁﬂﬁ\?ﬁ%zﬁ\%ﬁuLW%%%uUﬂDéﬂ%tt
720

EN T EERILERBIC BT, 4 ¥ 7V v FRYIESRERIT 7
7 2 ARHE8. 5% FAILGHEL 3% TH > 72,
A ¥ 7V T WG S E B (B )

. L FELVFIE

IRy ( T%%%
; ” 95% fEHEIX 1
ot L 153 155 2.4%-12.0%)
BHERAER] (397 | 13(8.5%) | 2 (1.3%)

E) ARy IV YRR - HE
Feny I LC1MET75mgx 1 H 1M

#1) FEEFOIERDT 2 DU ERERD S AL, 7 A )V 255 BE X PuikAio
ST X D ERR

B 7
<HEACHTBHE>T

KI5V CHM & 727 7 4R E IR & L7 48 IHIER IR
15673/697) M 42 H [H 451
IR E LT ISR
KRB R EREBRABI BTy 1 2 7 L PR R 7
7t R4 8% AN GHEL 2% ThH - 720

A ¥ TV T IEGAESEHE B (FEIE)

RaER (WV
BB A YT IVE W EGERE O FSREN

N EES 2
R p=0.0006
o/ A= .
IS E P 519 520 (95 bgnz%5§37%>
B S (307 | 25(4.8%) | 6 (1.2%) : :

E) ARy I N YEEORE - Hm

TNy IV ELTLIETmg%E 1 H 1A

SN O 2R, &5 RIERD K 1 DU EREO 5, 71V
GBI PURM O LA X0 RERE S 7z e

T EWLCOERE R G E L2 7T R IR E e R (WY

15825, 42HRI#5%), 4 ¥ 7 VL v WRGE BB EZ O T T K

I8 E MG ER (WV15799. 7 HREEG) R OA v 7 vz v

&Y BEHPAA O TR L TP+ — 7~ AR (WV16193.

10H M52 BT, A ¥ 7V WEGRE SRR IE TR B4, 4

%, 12.0%. 11.3%. V% IV CEEERGH0.4%. 1.0%.

1.8% THhotz0 B, HlEZRE Lf:%iﬁ%ﬁ(WVlSS%)@‘ a7

FUBREIIBT AL Y IV FESESERIL, 7T RS
5.0%. I ¥ IV ERES-ERO. S%Ti)of_o 4

#1)



IS C I ft & L7 FEREPIRIAY R & Mt L 72 58 AR ERR BBk 0 B 1
& LTISRY .

ESNSRE YN

. WV15673/697 WV15825

S gy e 1
s n=1039 n=548
ISES HERERCN (187% DL 1) (S EAGS AP
1 TR | ARVFIEWVIVEE | TR | Ay I R
= n=519 n=520 n=272 n=276
R (%) | 18-64 18-65 64-96 65-96
() (35.0) (34.4) (81.8) (80.5)

#1) #80% DEEHE N T 7 F LA 2T #I14% O s v
PERZEESGER 2 & 0F L Tz,
e R S E

WV15799

n=955
13

ERIZ NN 3 )

n=494

WV16193
n=808

1l b
Tt T
n=392 n=416
13-82 1-83 1-80
(33.2) (26.2) (27.7)
B N K OMA ST Skgbh Lo /NEICx L CHRFE S
7oL - Heid. 1175mg% 1 H 20, 5 H R
H5TH5bo
IR L CARR S M - FElE. 1[I 75mg %
1H1ME, 7~10HM#%5TH b, FKFE37 5kghl I
D/NVRITR L CTARRR S NI - HsiE, 1 [[75mg
Z1H 1E., 10HH#ES5TH 5.

R
x5

sl

TR
n=461
AEHE () | 12-85
(*F35) (33.8)
PR e

FhET

* * (RN ERIP)

1. in vitro$i™y 4 JL 2R
FEVF IV YEEIETO RSy 7 ThY ., B X Y iETE
RIZE SN, Jiy AV AER 2R3,
T g 3N BRI i vitro TOARI L UBRIA >~ 7
VI AT AV A OB A KRR (FEEREMRICs © 0.6~155nM.
FRPR3 BERRICs © <0. 35uM) TR L 72,

2.in vivoBt™y o JL Z{ER 12"
TIARDTT =Ly NOARIKOBEIA » TV AT AV ARG
EFLNCE. ARV T IV LY VEBEORITERS (0.1~
100mg/kg/H) 12 &0 . HEIKAE L CEFEROBM, &Yk
VRO 7 A VAT % & DEBDEATRD S iz,
Foo =T PYEREET VBB T Y A L A K24 B R A 5 O
OIS (10, 100mg/kg. 1 H 2[) T, HHFERD LA R EY A
WV RSB\ T B RN R AT STz,

3. fERF?
Fvy IV YEREOEEARIE NARIROBRIA Y7L
FIANAD ) AT I =7 =2 RRAIZHEL ICs : 0.1~ 3
aM) . F L SR SN A L A D BEGAIL 2 & O W5 & BE 3
BT EICED . AV AOREE A IIHIT 5,

4. it
[EAH e O FE N BRI 3B 2 81T AR AN 03 2T 7 £ v A HIER
13 AL OEAE (1355 L) TIE0. 67% (15/2, 25361) . L/ (1 ~12
1) Tld4. 24%(72/1,698%1), #HrAEYE, FLYE (1 meAi) Tid, 18.31%
(13/718) Th o770 Ttk 4V 234 TAE AV AIZHk L, BRI
TIRHBDBO SN a D577, RS L2 A VATIE, <7 A
FO7 2 by MEBWOREMEOIT ASTRO S, RGBT ORIGH,
BN EZEZ 5N S, TR ESR LA VATIE, /493
=5 —XOT IV BERDPBRDOLN TS,

(BB d 2E{EFIFER]

—f§% ALy IV R
(Oseltamivir Phosphate) (JAN)

: (-)-Ethyl(3R, 4R, 5S) -4-acetamido-5-amino-3-(1-
ethylpropoxy)cyclohex-1-ene-1-carboxylate monophosphate

M H3PO4

ST
SFE:

CisHzsN2Oy -
410. 40

HsPO4

MR A ~MERCOBRELIIROD 2B KR TH D, KK A
F = ICHETFR T, T8 = (95 I2RREITRT <
NN-CAFVTE T I FIZEFIZLL, TR YL
WIZE A EBET R,

B & 192~195T (41%)

DECAREL ¢ FRE~ M EE TR S Ly 7OV ) PRI TN

25 ET %,

[FER&M]

AV TNVI AT AV ADORIEIZK T 2RI 2 BRSO
PG - THHIC oW, B, HERYRICHRE T 5 2 &,

(@ %]

53 7NVA TS 1104 7V (PTP10A 7 x 1)

1007 7 )V (PTP107 7+ )L X 10)
[fRE&FAFT EDEE
KENITABIRZBEIA > TILIT > H A IV ARBERED R

EHRDAEIOBNTERL 58 ICOARBKIEHF S
7,

(E:3°43|
1) AEPVEEL  EEHERLAC 3BT 2 LI G- (4 o S BN R (E A
JP15734)

2) Abe M., et al. : Ann. Pharmacother. 40 : 1724, 2006

3) HNEE D HARAN L B ATORIES G- oS B RE a5k (a1

BB LGB (E5L : JP15735)

FENERL - B RERE E & 0 D BRI BT B UER G- R 0 Y

BhREUER (E151 - WP15648)

5) FEPIEEL  EHEEER] (L X F Y v /T aRR Y F) E O3
AAEAEF (E5} © WP15728)

6) FENERL MR & DR A (n vitroilbk)

7) FEPVERL  EERRAR064-0796 1% U R064-080212 & % SEWEHIEE Iz OY
PElt N T > 2 5ER (E4) - NP15718)

8) FLNERL : WA EAEH (CYP450)

9) KPR - B FEER oA (s, MERAREE)

10) HLEERL - B EER - AN 0T

11) FAARMGE =R, fil - BgESHERE 74 1 1044, 2000

12) #ANER BTG RERABROARMED £ £ (s - WV15670/

15671/15730)

AARAE=RR, At RGE RS 74 ¢ 1062, 2000

FEAER D B ASRT 2 85 AR T B atBk (42 H 3% 5-) (EIAE

WV15673/15697)

FENERL B I % 88 AP iR (42 H Bl 5 (EA

WV15825)

AEPVEEL B AT BB (7 B # 5 (B4 - WV15799)

AEPTEOR - 5 AR B kB (10 H R 5-) (E14% : WV16193)

MPEE e b Y 7T U FARIR OB Y £V AIZBIT S

in vitro¥ESERIHIEH

Sidwell R. W., et al. © Antiviral Res. 37 : 107, 1998

Mendel D. B. et al. : Antimicrob. Agents Chemother. 42 : 640, 1998

21) #ENEE BT T VBT AR =7 M) EEE TV

22) HREE D AT 3 =8 — BHHEREH

(ZHkFE K %]
EERICRROMMEHNT O % T LT TFRICTHR S0,

4

=z

13)
14)

15)

16)
17)
18)

19)
20)

PBIEERR SHE AT A ANA T A= a U
T103-8324  HULTHRHI U [X H AAG = AT2-1-1

ERE © 0120-189706
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% % 20174F 3 HEaT (452800

5 20164F 4 Pt . e
s MAVITIVI T IA1ILAE 87625
‘ ® o m— ~ ° = =
AMER  AFEERS" =D r51>0v73 R PO
Bk TEARE ® o |20024 4 1 G
= meecmaorozz) | TANMIFLU R e sppoeim)
DIESH, LY $S 430w BRI | 20024 7
R aE - wxoeamen. | 4 DVYSEVUYVEBIERS 2O —oenn
2 BIEEREI] 2009412 H
fRTA= BRI 20104 6
=R

GE>AF 2 TR ERTHEA L 22563, R S A (R E LoRE] 0mESHE) . oy 27

F AR AE R ah 0 48T 75

M

[=s
1L XBEIOFERICH > T, FEDOLEHEZEFICKRFTTT S
& (<shEE - MR ICEET ZERALOEFE>DESE),
210U EDEKRBENDEEICENTIE. AEBERIEITHETH
3600, AEIORAZICEEITEZRAL., HEEOE
BICESEBIPHRESNTOVSE, ZNDEDH. COFERDE
EZIZIE. AHHE. BIEESELPOSNAI UV BELHE SO
3HBEERVWTIE. FRIE L THEDFERAZELEASC

&

T MR CRKBREZEICOVWTIE, FHA—DOEHERHIET
3100 FNEMEE LT, FENCKZEEIEHEIGES O
E#iE. OREITHORBOBZhIHB_E. QEHFEIC

B2, SRR OEEE ICHART, ZOMmoERTIRS v 7
L VI UL BREESENC L EEETH L,
L2 FBICHWRSE I, BRI LT, Ay TV A

AR 3 LTV B B E O FR R I S 2 1

ThATROBEENLRET 5,

(1)t (65 LL 1)

(2SN e OO 8 M LR B RS

(3T B (R RS

(4P RERr B (< - F=ICBE S 2 A L oEs>
DIHZMR)

| 3 ARAIEARILEBE A o 7 VT Y A L ARG

GAIE NI RD 2\

BOWTESEFIES. PACES 2 AN, REEZ(3/) 4. RFNEAOH EGIE (IR R 2 ([EE A FE AR 0
B RBEEF—ACELSBVEIRBTHZEICOVT o ows®.
BE - REICHUSRBEZITY &,

BB, AITIVIYREZICL->TH, ABEDERIE
h3EDH/EL»H DT, LRRERBEDEHBAZITI &,
A TIWI Y IAINZABREEDFBHOERIET I F I
LB2FHTHY . XEDOFRHERIET 7 FICLBFRAIC

BxWmH3HDTIEEL,

=% [k - AE]
1.BEICAVSSEE

(1R A
HE, ARV y I NELTIETngx 1 H 20, 5 HM.
JHEREE L CREIOIR5-9 %,

(2) B
WE., ANy IEVELTCUTo1EHEs 1 H 20,
5 HE., FRRE LTRSS 9560 72720, 1A He
W3ty I UL ELThngk 15,
WINBDIBE  2mg/kg(FF 4 ay FHE L T66. Tng/kg)
HER, BLROBE - 3ng/kg(FIA4ay FHRIEL T

(AR (ROBEICRBEELEVIE)]
AAN OB H LIBBAEOBEEED S % %

(fERY - 141K]

W 58 % FITNVREIAa Yy 3% 100me/ k)
BRI FENy I LY LS9, dng 2 FHICAVBEE
- &HE (FEN ¥ 3L E LT0mg) TR =
W 4 IVAY b=, KEFY, byEOnay 77 (Hﬁéﬁ N
(1gh) | I TEANT T AT L A A ) 2T Y O %%)v?:kwt LT 1m75mg% 1 H 1M, 7~
I | KA. A A B, S 3 SEIRIERR T 2 100 . FBEE L ORG-S o
F. FEANY L RERIEE Y 2 ) R K, (218
jﬂiﬁ5*%%¥%1i% T WE, AV IENVELCUTO 1 EAEES 1H 16,
i b P~ e o DR L DHLERTH S, -k [ 4 L s e L
M wimﬁu§u£%m%mz%w@wwu<%nﬁ LOTHR, RS LG 53 5 7oL LRI
EHEE, FB~kE L0 SRS b AL S I BN L LTTongL ¥ %o

WNRDHEE - 2mg/kg(FT 4 1y 7HI L LC66. Tng/kg)
[%hEE - %hER] o I Ty
! D <HE - HECEET3ERLOEE> ‘
I3 A o B R 02 O F - o
OARLABIA 2 7= 270 A W ARIIER DS OTH; CLEEHC A A 27T RO BB S
sk <HBE - DRICIIET HEALOEE>

LB ABAIIE. ARIUEBRIA ¥ T VI Y A L
AR LB S N BEORDRIRE B DA YA
AEOPE G AR TUIBE A ¥ T VLW 4 N ARYIED |

ETOHEIS L TIUHTIE W LTz, BED

Wiz +oBE L7z LT RAOEH OB 2 HIE IR

CEEES

ED) EE-EMSOLLELVHEHTL L

2 H BI85 & BT B = & (GRS A & 4865 68

BRI G2 WG L7 B B 2 HRE R B 57—
ELNTWRW),

2 TR BB, RO MICER L TERT A 2 L,
(WA ¥ 7T 2 ) ZERGAE BF\ZHME 2 H IS

B2 MG T 5 2 & (Fmhihasie M AL & RS 2
L& B 2 AR BN 27— 7 3o T
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(24 ¥ T VT Yy A AR T 2 FHHRE, A
AR R L IR LTV 2 MR O AT o |
3 A OB R E RS T, MRS 2 0T,
RO T IS LT, Ko &) 2582 HRET 52
Y GHEINCBI BB & 2)0 RSO BRIERE LY |
TOMHFREERIL 7\ |

IVTFZVINT TV A 5
(mL/%3) HOH ¥ W
Cer>30 1[E75mg 1 H2 1M75mg 1H1
10<Cer=30 1[\75mg 1 H 1A 1975mg KB H
ix
1[E30mg 1 H 1\
! Cer=10 HESEH = IR L T e
L Cai sLTFIYNTIVA
<zE>

CESL IR, WNBICBU AR O ) T T v AREEEL, |
CODF IR R EBEIEERES S T2 (UNEICBT |
DB | DEBHR) .

1% i I 7
15kg AT 1 [8130mg
15kg % #8 2 23kg LT 1 [M45mg
23kg % itB 2 40kgLL T 1 [M160mg
40kg % 2 % 1 [A]75mg

¥R (ng) ALV s ¥V E LT
HRICHCLGEE T H 20, PHICHVASEETH LH

[fERALEDEE]
1EERE (ROBEHICIIEEICHRETE L)

OB R E R (<A - AR 268 LoEE

T OT BB FEAR IS | OHSBIR)

2 BELEXRWEE

(DARFNIBHEMRI OSHTH ) . BHEFEDME T L w3412
ISR EDEL B BENDH D DT, AHOFETIZH
LT, 2L 7F=20 2075y AEIIG U< T - f&
BT B EOFEE> 12RO WT, REZBHIZE L 2055
BEIHEG T 5 2 & ([SEERE] oEBE)

(2B EYIEDTA ~ TV T 7 A )V AEGSEICAFE L 72D
A Y ITNVIT U PREERERFE END 2 225D T, HlHE
BYEDH AL, PUHAIZ 5§ 5 % E#U R 0LiEL1T) 2 &
(<KhBE - FIAACBEH T B EH EoEE > OHSH) .

3. BlIfER

FI A4y TH (1 ~12OL)/NE) O F TORERHER

7082 BTy BITEINE3561(50.0%) (2780 b7z, L El

PERE, TEHE176F (24. 3% )« THI1414:(20.0%) % CTd - 720 (K

2RI

LT O A2, 814F1IC B VT, BIERIZ16161(5.7%)

IZERO SN Tze EARBIERIE. THI63M(2.2%) . MEIH4074

(1.4%) . EARIR231E (0. 8%) . 58952214:(0.8%) % TH - 72,

(PR ATHE T B (15950 ]

(1EXEEMER
Noavy,. 7F7147x%— BEAW)  Tavr, 7F74

SEY=DHobNDLIENHLDT, BEET5I2F0,
SIS, FEIA - WESERIE, PR RS, TR N A3 &bz
PGl L, SaRERIT) 2k,

)R HEA) - fiEDOFIEDNREENTWILDOT, £
HOSRRD BN A I XM O A I X0 5 (FEHI
JERYLESE) 28 L, B R AEE T 2 &,

) BIFERT K. FFEEREE. BE HEAH) @ BUEF£%0
EIE M. AST(GOT). ALT(GPT). y-GTP. Al-P®
FL W EASE L) ITHRERE, HEFHODNL I LN
HHOT, BEYTHIATV. BEDERD O NEAICIE
BSaEpIE L, #URREEZIT) 2 L,

4) B FEFEREARGE 1R B (Stevens—-JohnsonfEfR ) . HEMRE
1ESERAAEAE (Toxic Epidermal Necrolysis : TEN) BHEEARR) :
B2 R ARGRS AR M e . v 3y B A0 RRAE S5 0 7 i s 70
HOEDONEIEDHLEDT, BlEL 54TV, 2D LD
RIERD D S b N aI2IE, 52 dik L, EY2E
w179 2k,

5)AMBAREL HEAH)  BUBARAETHLDbNL I LS
HHOT, BEETHIATV. BEDRD O NEAIZIE
EHICEG 2RI L, B2 0LEEIT) 2 &,

6) HMERE A, M RIEA CHERB) - ek, i)
WKL SN D ENdHDHDT, BEYTHITITO,
B SN AIIE RS AT A% &, WA
BEITH T &,

7)FERE - FRRAEIR R AHT) - RS H - PR IR (R Rk 55
REATE ., B, S, B, BERE)BHobhb I L
WHDHDT, BlIFEE THIATV. BEIFEO LN 5E1
G- AmIE L, SRS U CEN 2B 1T 2 &

*8) MMM KR, BRI R CHEAE) « itk %,
BIERE 675 b b 2 EAH L 0T, MLE, kT
WEED G DFED SN E 133G 2 ik L, #Y)2aL
BT T &,

(2)Z DL DEIER

WD XD BEWERN S S bN72a12d, R U Ty

9

FIET 5% L, HYRLEEFTH 2L,
SR 0.1%LE |0 1%k
B T i 5695 (0.8%) . | # KI5 .
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RS EEPEER, O
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B

B y -GTPHII. Al-P| ALT(GPT)Hil,
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4. EREEANDERS

ESCTHEB S N 7R IVENC & 5 BRESREBREGE TIR. BEH

OHFFE R ORI IED R E L OENZZEIZED STV R VAT,

— Mz Tl R RE CERRRRE. ITRERES) O KT R,

FiA DIEBRBERT LI LDS W0, REZEIEL DS

BG4 (<KHE - HEICHEST LM EoEE>, [

WEHE] 0 HSE) o

5. 118, EiF. BILBEAOHKRE

(IR IR L C W A REME D & 218 N ICHS5- 2 HE1213.
HERLEORREIERIEE BRI S MW S N DA ICO A
G952k, UHRPOHGIZHET 5 2aMkdMr L Twi
Vo BIEERR (T v ) ChakmE kst S hTnb,]

HZFIRIHS TRy sEr 2L, [B M
FLHABIT T2 2 L MEENR TV 5D,

*%6. NREADHRE

FE A O iR RER I BV T AR E B 3 2 SE iR A o

RIS T 2 HARBRI SN TR L2 s, JIER

OFEBUATEES 52 L ([ZFoioEE]0ESHR),

7. BEHRE
R G, T, EIR, FEEO T VEPEBT L 2
Hbo ZOXI)BEEF, FHHEPIELEYRLELZIT) 2 L,
8. ZDDEE

(DEINTHEMB SN 7R IVHNC X 2 ST TF I BT,
FEIRIRABAIE 72 - OGS 1D B T 72, EHTERS
N T VHNC L B BT ClE, EAMESE LS
I 5 W B R R TEAL S S B A 7 s A 5 7z JERR
RBEIZ BV CIiE, BiRHEOI00/ F TORHREIZB W THE
AL EILFED STV eV,

2)EMCER SN TRIVHNC X 18O B R K O
MR E R T R e LB IHGEERBRICB YT, 1~
TV Y FRIFIENS T 2 BRMETIET 7 v R LA R
BEFASN TRV, L L, RAFEGICE D Y A VAT
IR A2 BB L. TORRE. B KR/ BIEE L
VXIEZE/FET O MR A3 B i L 72

BEMCER SN KT 4 >0y THIC L 28RS
ERGE LS IATGEEREIC BT, B2 MEET 51
RS Ty, —J7, ZEMEIIBWTRRIZKE 2 REIT A
STV,

(4)y =X IZEBELTA ¥ 7 VT o FIZRE L 72 B I AH
AR R L O L7 RERIE 22 v,

GIENTIERT A v ay TR TR IVHNS L 5 R T &
DOFHHBRIZB T, 128 OKRSRGRELN D 5,

(6)%)# 7 v b OB GHERRICBW T, A2 vy I
V) VR 394, 657, 788, 920. 1117, 1314mg/kg®d
HECHMREOS L2k, 7HET v N CIESEmIcBEE L 72
JETA%657Tmg/ kgl E TR LNz Lo L. 394mg/kgx
5 L2 7THET v b RO 1314ng/ ke E x5 L 72K T v
b (42H#) TR IO SN o 72,

(e T v FOHEEREIIHES P> ax x5 1 7 ZAHBRICBW
T, BESEO N Lo HEIZBT 242V I LD
s/ MmEE P AUCHIZ, 7 H#T v +T0.31(394mg/kg) . A
7 v b (42H#) T0. 22(1314mg/kg) T - 720

(EpERE
1. MNRICH T 2EYENRE
<BAANICH BHRE>"
EIA 4 TARERR RERIC BT AH 2mg/kg 1 B 2 042 51 0 g F KB IC B
1724 3 ENVHER OG- 1% 4 B T O 120 BN 351 2 42 i B %
WREZBIBICBWTHE Lze ZORE. b T 712 BT 2 M4 b s Mk i
FE12hrfEIE VS O EREIZ B W T H1165ng/nL ETH Y, Hif4 > 71T
AN AR RE YT E BIEE R L TV,

HAR NI BV 2 M2 P AR EE 4 hefE 2 O°12hr if

ik

PEAAIREE HH 1~45% 5~ 8k 9 ~125% £

(ng/mL)

4hr %% 7 5 4 16
S 264.0 328.6 354.8 306.9
TR 56. 0 30.8 81.2 66. 7
L E 252.0 330.0 346.5 308. 5
/=K 188.0-366.0  280.0-355.0 265.0-461.0 188.0-461.0
CvV 21.2 9.4 22.9 21.7
0% EHEXRT  222.9-305.1 299.3-357.9 259.2-450.3 277.6-336. 1

12hr B 8 5 2 15
T 170. 4 165. 4 240.5 178.1
R = 31.6 40.7 13.4 40.4
LA 162.5 167.0 240.5 167.0
/bR 128.0-217.0 115.0-216.0 231.0-250.0 115.0-250.0
CvV 18.6 24.6 5.6 22.7

90% EHEXH  149.2-191.6 126.6-204.2 180.5-300.5 159.7-196.4

HARNERIZH T 5EFIRETO

(ng/mL)
500

ISR — BER 7 0y b

I 400

3 4 5 6 7 8§ 9 10 11 12
% 504 K6 R (hr)

<HEAICH T BEHE>>Y
TR B LNBE G E L7z 2 20IKEKICBWT, 1 ~5ix 1~ 2%,
3~5MD 27— T (%1206]) K5 ~18% 5~ 8. 9~12% K
13~18 D 37V — 7 (% 660) 125, AH % £#122.0~3.9mg/ kg%
BRI GH Lse &, 1~ 281281 2RO AUC 122, 810ng-hr/nL
T3~5MICIB L TI6% KD > 720 F 72, 4FEHE 5 ~ 1812 B\ THEH 5 ~
8D IV — T TIEI3~18ED 7 — T LS RO R 0135k < . &
B L THREROIT AR 5Nz, 5~ 8HD I IV — 2B HiEH
EDAUC) ol ZEMLI~18F D 7 IV — T2 L 60% TH - 72,
CNSRBT I =TI BT DIEEROIEWBIENT A - & F Ly I
75mgf N 150mg AEH G- L2 AN I2 BT 2GR AR X » 15 5 /238 )
FENTG A= LRz &, 5~ 8D —TIZB1F5AUCIEHKA
D75mg (1mg/kglZ M) 512 BT HAUCEFAEETH V. Fi# 9 ~12i%
DTN —TTIEHRADT5mg K °150mgD M I2dH b . E£#13~18K D 7 v
— 7 TIEHRADLIS0ng( 2mg/kgl2MlY) LR TH o720 FERIZ, T
DA 7V — T BT B 15 120 M 12 B 2 M PG PRI B X1 B
55 8150nglc B AEEMZ 2D THRL, iA Y 7 VT v A )L
AN IR C & B Z MR L 7,

FANR TN — TN BT B IR O S ENEE S5 A — % (2 ng/ke)

BTN —T AUCp- Conax tmax tie
(%0 (ng - hr/mL) (ng/nL) (hr) (hr)
1~2#%(12) | 2,810+871 121+51 5.6%2.2 14.9%7.3
3~5i*(12) | 3,350+678 179=73 50%2.3 11.3%5.5
5~8ik& (6) | 2 746+368 183+ 36 3.7%0.5 8.8%2.0
9~125% (6) | 3,208+39%4 231+46 3.7%0.5 7.8%1.8
13~18i% (6) | 4,534+929 319+76 4.3%0.8 8.1%2.2
mean +SD

#:ENRTA=F1E 1~ 2#%30mng.
L7zbo

3~ 545mgtk G- % 2mg/ kgl i 1E



HARANBOCHEANZBY 2855 1 HHOEEAEOEYBHHE S5 2 — 5

ERasm AUCp Crnax tmax tie
(mg) (ng - hr/mL) | (ng/mL) (hr) (hr)
75(HAN) 12,107 374 |191+32.5 [4.91%1.02 | 6.46+1.42
75(HN)  |2,274+1,105 [142+39.7 [5.84+1.16 [10.0 *6.86
150(HAN) |5,189=1, 187 468 +84.3 [5.16+0.754 | 6.30%1.95
150(HA)  [5,036*1,524 |383+98.6 [4.42+1.11 | 7.81+5.23
mean +SD
INEORE LK) T T ADKEEN
(mL/min/kg)
15 30
‘1[%
» 25
%
& 20
(o)
o 15
® y=—0.0986x+12. 693
5 10 R?=0. 3054
7
5 o
>
A0
0 20 40 60 80 100 120 140
& (kg)
1 ~18i D/REIC 2mg/ kgD T 1 H 2 Ml$%5- L7286 &MAk

DRBEIT. RACBT A2 LEEROEMEIREN-RER LR
BTdh o720 ESTIZINS/NETOERMBIREDMEM A S, Tk
D7) T Ty AREIMRAERGE T <L ERICEVIRD T 2 L R B
Fi. BEET2EMKORBEZH L7720, EICHET 24E
AL Lo REBERIEE e & LT S,

2. ER/NR EESHVIMNRICE T A MAEE O LS (AR - EsbaRE)
JHE% 2ng/kglZflilE L7z HARNNIZ B 2 52 & IRE T oM
FE PRI 4 hefli ) UM 12hr 2D & 320 ESVNERER L b
i (2mg/kg) B OB # RO IE % 17 5 72 4 hrefli L O'12hr il
LB L7z ZOREE. OARNNEIZBIT S 4hrfE % O 12hr i 12
ESNEZ 31T B 4 hrfi 2 O 12hr (B O 2545 DFEFINIZ & - 720
FIFE O EMZ R M (B RE) ¥

HTENEIRD R T4 20y TENEBABEERHA 2 X 2 A WEEE
SRR L D . AN RS TH D Z LR ENT,

K4 >ay THIBO T 7 IV HI150mgh 4% 58 o i ik o 3¢
WIBYHE S5 A — % (n=18)

I

HT AUCp-w Crnax timax tiz

(ng * hr/mL) (ng/mL) (hr) (hr)
FIAay7# | 6,870+1,360 | 546101 | 5.1+1.5 |7.2*1.7
B 7R IVHF 6,940+1,620 | 615+147 | 4. 5*1.0 |6.4=1.5
mean +SD

4. EieE (B0 L) IS 6 (T 2 EMENRE

<BFEALHTBHE>®

AEHSOR UL Lo m#E 5 IV s I ¥V & L CT5mg % HIRHRET
B Gl AR L7z & 2 ORFOWGEEROEYEIRE/ ST A — 513 L
ToLs)THoT,

HAR A il (80 DL L) OIG TEAR D SE /ST X — &

Erasa AUCpo Crnax tmax ti2
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 6,063 =604 439+ 29 5.0+0.0 7.0+0.6
mean +SD

5. BigHEEEECH 1 3 RYERE

<HEANICH T BRE>

VT F=rr )T 7y A(Cer) fHIC & 1) BlE & N Bk RER &8
EHEG200 xR L, ALY IELELTI00mg 1 H 21 %
6 HHRAREGH L7 & & OFHAEYBIER. DToROEB)E
BEREIIRAE L 7o B2 B SR 2B W 3RS /ORI L
TThrbrEZONIZ,

6. EMARE(ERY

<HEANICHBT BREE>

vy I EVIZREEPEIMEESRE O T o XA Y FEOPHIZ L ) B

77T Y AT AUCy ot OCrax® 9 2 FEOBEINATEED S 720

ZOZLET = RGBRE Y R CERME W END T LS

I UOVIG R CHE S A A & OIS X BEA AT RN &

EFAMEREEZRIEL TS, L2l ZOWAIZE2EYTHED

ZALOFEE L. WG EOPENLETH 513 EEHRMICEZETIE RV,

BB AV TNI YT AN AEGE ) FERFEF O 720 1

ENBUREMED H HEY (e 25 IV, ~r 054 FRFUEWH.

NSAIDs%) K ORI HE % 52 2 W fetk o & 2 3H4] (AR

) D% L OFEY & OMENERIIME ST,

7. EBEAEY

TNy IENROPZOEEEDOE b, Ty b THFROA X

MEET L ORKHEFRIZ, AL VY IV TIRETOMBEIZHB T

50% LN OFEETH o 725 HHEAETIRWITNoOBEHIZBWTH

SFIHT3BUT O DTH o720 (in vitroikER)

8. fEt - Huto

<HEAICH T BRERE>™

AENF e MZBW TR G HEC 22 E & LRl micn

IRGIHES NG EHEBAB I LARZ (FLvsy I E LT

37.5~300mg) WA % 5% L7z & &, RELE R G S D

B CHGA8WE I 74 F TL270~80% 2SR AR I ZHEME S A7z,

2, Ay I MEe MFEIZ Y — AR AW REERERIZLY .,

P45012 & B FEHEER0 S5 $ . P450% 4 L 72 381 B/ H o Mest iz

£ 0 BAEPASOREE DHNHT LT HIZE A LB 52 b7,

¥ ORGSR L CORRR S Lo - HE . 1l 75mg &
1H2Mm, 5HEESTH D, LNRIH L TKRS
NP - Haid. 10 2mg/kgZ 1 H 21, 5 HIE
HE5ThHbH,

TG T BN LR S I - liEiE, 1M 75mg %

1H1ME, 7~10HM#ESTH 5. D/hEICH LT
ARSI HE: - FEE. 1| 2mg/kgx 1 H 1 [,
10HH#H5TH %,

(B%) B FEEROM R

i
Ml v MIZ[MCl-F V% 3 ¥ L20mg/ kg% WAl 1% 5- L 72
BRL WS RE I AR ISR 2 s A Ly MERECHREBLL Tz
L % B < L PR, B CTERELZ R L, BEHko 1o & &z
SNTWABHITIRIMEDHR 265 Td - 7205, HAEHTRER~NOBIT
FA Ao 720 MEZB W TIRIBADOBITARD S, BTG
RS DR1/2TH o 720 BUTHEIE % 548 2 F T2 &
HRE A H 1ZIZFERITHR L 72,

2. At RATY
ATy MCMCI-F R vy 3 ¥ V10ng/kgx HIAFR OGS L 72
L BT RE IR LIS RAT L. 55 L R TR IS L 7,
FOFK%, MEET L AZIFFEBR IR THE L7225, FLit /i g
BT EICFIT P IC BV TE» 2 72,

(32307 )
1. BB
<HAEAICHTBHE>"
[N CHE N S 72/ (1~ 125%) & x5 & L 72 45 T0HT B K o B
(JV16284) I BT, A ¥ 7 VL ¥ IR AR 2 L 7=5960 (£ >~
TNWI Y FREGRET A NVAGHEL DV HELZZ)ICBIF A1 v 7V
VAFREEIIE (B SERAYGE L. ARIE37. AC LT IChIE S % F
TORM)IZ72. 5K/ (h e fl) Th - 720 72, HEHOKED
37.8CRiGICHIET 5 F TORFMIX2]1. 38 (Fhfill) TH Y, P
B(37. 4CULT)ICIES 5 % TORRIE35. 3B/ (hh e fil) T -
720
<HBEAICH T BEHE>
KEROH FFIZBNT 1 ~12BO/NRTERENTT T LR e
M8 & L7285 ARG AR 5Bk (WV15758) 0 5 ARl#% 5128105 1 » 7 v
IR (B, SRR SE L. RiR37.2C LT, AR
HE A AES 5 £ TORB) I3 2 H1EE I IR,

4 ¥ 7V v RERRIH (RFR)

. e e o % % 42 7 VI R
B 6 F B IS5 B PR OS5 A — 5 % 7 Al IR A Ll
Cerfii AUCp-12 Crnax Clro12 R, 101 . 3 #2
(nL/5) (ng * hr/aL) (ng/nL) (L/hr) TENFSEMY S S HE ) 2176 (88.8-118. 3)
5o
Cor=30 | 43,086+18,068 | 4,062+ 1,519 | 1.54+0.55 o N - <1§275?h§ﬂ6>
30<Cer=60 | 15,010+ 4 158 | 1,514+ 392 | 4.19+0.67 57149
N N S R s oo = -
60<Cer=90 | 9,931+ 1,636| 1,058+ 183 | 7.25+1.15 ) ALy SNy Y RO - i
Fey I E LTI 2mg/kg 1 H 20
Cor>90 | 4187= 630] 494= 80 | 17.50+278 H1) A ¥ 70T S A AU & ) HE L
mean +SD 72

(4)

#2) p<00001(7'F 3 £ DHH) 10



FENy I CIRIEC LY RN O R oM, BiEE
DT A ¥ 7NV U FRERDFEHFALT 25580 S, KF O
HRVEDFRD BTz
E/MC BT MEREAPFERE (5 ~125) 12d 3 2 7 J v R &kt
M & L 7255 A B R 38R (WV 15759/ WV15871) (&, H AEAE 5142500
B R LB SBIRUL3350I TH o720 T D72, REOHNME % M
T AHIEES> TBRWBA, A ¥ 7T ARG (FPyefil) (AR
#1123 W, 77 K134, 3 TH - 720
F /o0 RRBRIZB VT, BlAR L L 22 S DS 1 B & (FEV)
DEALRIIAHN0. 8%, 7T LKL T%TH 720
2. FRAREBRAE S
<HAEAICHB BRE>®
FEIPICBWTHEB SN T I RE R E L7258 M KRB
(JV15824) ®A2H FGHI2 B B 4 ¥ 7 v I FIEGLE O FAE D
BRI R % DT ISR ¥ RIS E % & O RE A 30861 (77 ¢
AR D 19m-835% . T34, 0%, 65 LL E ol E L1060, AH
18mE-77H. F3934. 25, 65/ L L@ H 31160 230 % & L
72o
FEIN R EHILERRICB VT, 4 ¥ 7V v FIEYE T AE R 7
7 RS, 5% AANEGHL. 3% TH - 72,
A ¥ 7V I W REGE ] (FEIE)

R
W) R p=0. 0032
(95% 15 HEIX 1 -

2.4%-12.0%)

AN

xR BIEL 153 155

G SSED (FE) Y | 13(8.5%) 2(1.3%)

) sy V) YEEOREE - HE
FEIVF IENELTINT5mg%E 1 H 1M

#1) FEEIOIERD 2 DLL RS S, 7 AV A 55 B T LRl o
LFIC X D RERR S N7 SER

<HEANICHT BHRE> TP

KENZBWTEBES N T I REMIEE L7228 TR (WV

15673/697) ®A2H #5512 B 5 4 ¥ 7V T ¥ FRGHE O S AEH]

Hh % IR,

KECEERERBEICB VT, [ ¥ 7V 2 FIEYSE R R 7

7 R4, 8% AFIFGHL 2% T - 72,

A T VI WIEGE S B (S hE=E)

o . | FEeVF IV
TITER oy o ( p=0. 0006
- 95% 5 TEIX 1 :
ﬁ%wq b4 519 520 L 6%-5.7%)
EGFEFAEGI ()7 | 25(4.8%) | 6 (1.2%)

H) Ny IV YEREEOME - R
FEF IENELTLT7Eng% 1 H 1M
#1) O IRR. EHRERPE 1 ODERO SN, 71 )L
A5 BESOIHURM O B X 0 R & )
2 ENCOEIRE RN G E L2 T T bR S B (WY
15825, 42HM#5-%), 4 v 7V L v FEGuE BEHMHEO 7T K
R H ARG ER (WV15799, 7 HHS) A v 7 v = ¥
Y R I R O TR L IETRIBED A — 7 o MR (WV 16193,
10HBHEG)IZBWT, [ ¥ 7V v FIEGEFIERILIET B4 4
%. 12.0%. 11.3%. * Ny IV L) v EEFEH5B0.4%. 1.0%.
1.8% Thorzo B, ElEEHRE L72HER(WV15825) D, 77
FUBREEIIBIT AL 7NV FIRGERERIE, 7T RS
5.0%. FXNs IV EEEREGHR. 5% TH -T2
FEHLCHER S 072 S8 PR 2 Bt L 7 5 AR ERR B o BB 1y
FERLDTIIRY,

ZEH T B ks
e WV15673/697 WV15825
el n=1039 n=548
x5 TERER A (187 L L) R (6578 LI ) #V
4 7T R | A VE IV AR | 7T R ALy SV RN
o n=519 n=520 n=272 n=276
A (i) | 18-64 18-65 64-96 65-96
() (35.0) (34. 4) (81.8) (80.5)

#1) KI80% DEIEN T 7 F v BHE Z 1. K914% OB
VAN SR & 0 L Tu 7z,
BT R

N WV15799 WV16193
sl n=955 n=808

S 137 b1 1 10k

e TIUR VIV B JETFE TR
i n=461 n=494 =392 n=416
i ()| 12-85 13-82 1-83 1-80
(F9) (33.8) (33.2) (26.2) (27.7)

Lk A 2T v I G E B B o BRR BB (WV16193) T
F 1 ~12O/NESEENTEY) . COEMIEIAENIA 0y
THIAME NG E R TR G S e,
FEREIHFIR ROV T, ANBIZBIT DA 7V I 2 BRI fE S
WFIEFRRET21. 4%, FHi#ET4. 3% TH - 72,
A ¥ T I WIEGLE SEREH (SEAEE)
B | TR =0, 0206
K5 1%L 70 47 (959 (R HHIX ] -
RGP | 1521 4%) | 2 4.3%) || 22 0%7949%)
#1) SO BIEIRDFRD S AL, 7 A )V A 5B PukA o -
FAZ &0 HERR S TIER
¥ OEERG RS L CRRE S N - FlElE. 1 M 75mgx
1H 20, 5HEHSTH D, L/hBIH L THRRS
NP - Haid. 1 2mg/kgz 1 H 201, 5 HIHE
5 ThHb,

TG AR LR S - - HEx. 1Al 75mg %
1TH 1M, 7~10HMXS5TH 2. /AR IH LT
RSN/ - ik, 1k 2mg/kg 1 H 18],
10HH#5-CTh %,

w5k [EERhIRIT]
1. in vitro$i™y 1 JL Z{EF?"
FENF IV VREIZ TR RSy 7 Th Y RN X DT
RIS Ttk BL A VATER 2R T,
FEIF I N CEEEOEER L vitro COATI R OB A > 7
WL AV A O E A AR (FERZERRICs © 0. 6~155nM.
FRPR 3 BERRICS) © <0.35u M) TRE L 720
.in vivo¥iTy 1 JL ZA{ER%2Y
RYAKRDY T 2Ly hOARIKROBE A ¥ 7 )V V7 £ )b ke
EFALTIR, ALY IELVY VEBEOKORS (0.1~
100mg/kg/H) (2 & 0o AR IKTE L CAFROBM, ik
I FERDBA S 7 A W AT DB 7 & OB RSB Sz,
F72, =T MYEREETVIIB VBT Y A L A RG24 EE B R 5 D
O 5 (100 100mg/kg. 1 H 2[) T, EfFRO EHZ ET A
WV ARG 2 BRI R 57RO S ATz
AEREEY
FEvy IV YEEOEERIT e PAR OB 7 VT
FIANVAD I A5 3I =7 —EHERMIZAEL (IC5: 0.1~ 3
aM). H L RS Tz 4V A O RYAIRL & O e % FHE S
HZEIZED, AV ADHEEEIIHIT S,
4. it
EFL R OB R R BRI B 2 RANK - BTk 4 v A0 B
13, AR O (13 LLE) T30, 67% (15/2, 25361) . S/NE (1 ~12
1) T34, 24% (72/1, 698(51) . FrA:Va . FLUE (1 Beskii) Tid. 18.31%
(13/7160) T - 720 THET A )V 23L& TARI Y AV ZZHk L, BE!
TIXHBATRD SN o7ze TWIEEAEHR LT AV ATIE, v 7 A
RO7 2Ly MIBWTEGEOIUT 257260 S 41, BRYLEALC O,
FERNIERNEEZ SN D, THEEZESE LA VAT, /453
= —EOT I BEREIROSN T 5,

(B2 BT 3 B{ESAA R )
—fi%% - AL g UV YR (Oseltamivir Phosphate) (JAN)

1t%#4 : (-)-Ethyl(3R, 4R, 5S) -4-acetamido-5-amino-3- (1-
ethylpropoxy)cyclohex-1-ene-1-carboxylate monophosphate

N

w

s

- H3POy4

AFR : CieHsNo04 - HsPOy

SFE 1 410.40

M R AE~MEACORERLIBOH 2 HEKTH D, KLV A
§ = VIZETR T, T8 7 =V (95) 12 REIT e <
N N-VAF)T7E b7 I RIZEFIZLL, 7= M)V
WIEEAEET R,

B & 192~195C (%)
SECEREL ¢ W~ S TR AR L. TV o ) PR Tl Al
2T %,

11



[(BRRV EDEE]

1 RN TH - THRRZIZ R A2 CERLPIHEHT L2 &

2. Wi 5 0T, BeRIEER L, BREBITTRET LI L,

3. B R 4 AR LR T A0 s X% T (10C LLT) TR %
&, BRI, BRI THRTAZ L,

(@ %]

ZFITNVEIA Ty 7 3% :30g

[RERHET LDiEE]
AESTABRRIBRIA > TIVT O H ) A IV ABRIEDRIER DA
E|OENTHAL ZBEICOARBIEHEhET,

[EEiHK]
1) #AERE - NEIZ BT 2 4 TTAHER R RER (EI : JV16284)
2) AENERE NI BT 2 B # o S B g SR (14} - NP15826, WV
15758, PP16351)
3) AR - EIANE &N R ONEINA O B BT B L EE O Hi
4) FEPVER ARG AR 2 2 EEENR I B B B SR o 3
ahRERER (Y} © PP16351)
N D FI A4 > ay FHRIROH 7ROV H B O LY 22 RS (E A
WP16225)
6) Abe M., et al. : Ann. Pharmacother. 40 : 1724, 2006
7) FENERL  ERERERE E A 1 O BB Z B B AR G-t O SEY B S R ER (]
At 1 WP15648)
8) FLAEH  BHEMRIEEH (2 2 F Y v/ Tak Y ) L oIEYHEER
(4} © WP15728)
9) AWNEE  MEEE L & DOREE (in vitroilBR)
10) FEPIEHE R IAR064-0796 5 UR064-080212 & % SEWBHE K Ok N Z
> ZERER (4} - NP15718)
11) #ENEHRE - S EAER (CYP450)
12) #EPER - B FEER ¢ A (e, LRI )
13) #NER - B EER TN oRAT
14) Whitley R. J., et al. : Pediatr. Infect. Dis. J. 20 : 127, 2001
15) *EPUER - @R B A BN B0 B 5 TN G R (YL - WV15759/
15871)
16) AARAE=HE, Ml RGIESHERE 74 1 1062, 2000
17) AEPERE - BN 2 5 A 7P atBk (42 H B 5 (EIFL - WV15673/
15697)
18) ALEHL © ElE RS 5 A8 ILAE T B 3Bk (42 H I 5-) (E9) @ WV15825)
19) #EPERL AT Biatsx (7 H B#5) (B4 : WV15799)
20) ARG # AT PR (10 H 5 (E - WV16193)
21) FEHEE e b A TV T A AR OBRIY AV A2 B Bin vitroddil
PPikE
22) Sidwell R. W., et al. : Antiviral Res. 37 : 107, 1998
23) Mendel D. B, et al. : Antimicrob. Agents Chemother. 42 : 640, 1998
24) FEPEE  BIETFOVICBTAME =T N EREE TV
25) FENEE 4T I =5 — CIHEER

* [SCEREE K 5]
EHHIEMOMMERNZ O & T LTH FRICTARC 28w,

5

a3

RO AL AT A ANA v T A= a U
T103-8324 W RUHRH X H AAG = HT2-1-1

Aif 1 0120-189706

Fax :0120-189705

https://www. chugai-pharm. co. jp/

e N OB 24

RRHHPRXAFEEAT2-1-1

Cochey OV H—F
®RF. K7~ T - avatl (A4 R) BEREE
84013351
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20154E 1 HEGET GFH15HR) HAVIINIT YO A )L RE 87625
ne
iy ULoY
Mﬁ%'i;ﬁtﬁ: ‘REL!'ENZAR @
GEE — B UL % . . .
R OEHT S L) PFIENKIPRSAND T —A AT — 7K B # 5| 21100AMY00288
20014F 2 H
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1. REZHBEICHWDEEE. AF OB
HEREICKRFNT S Z &,

2. A 2 TIVI T T A )L ZEGRE D F B D HEAR
I F XD FHTHOD, AEOTFHLfE
X7 F L LTHICEESHEDSHDT

Tijgk

[EOANAN
[z 2] CROBEITIIHES LN &)

AFND BRI U T BUE DBEEE D & % B

[#ERK - 154K]
ha - ag || J VAT HICYF I KRBEFFIEN
B2 LU Tsmga T %,

A R Nk

1 ® WE 72T LADT ) AY —@T, ZONE

MIHADOHAKRTH %,

I E L TAERZSD,

[ZhEE - 2HR]
ABISOIBRLA > T )V T2 A )y ZREGE DIRE K E D
i ]
| ONEE - MRICEET BEALDEE
L AFIEBBRICHWAEEITE. FIUA I REORE
METOABRIIIBIA > T IV T2 HF A )L ZEYPE |
DIRFICIZBLATIBN LB EA, AFOFHA |
; DOVEMZEEICRHNT D &, ;
P2 AFIEBBEICHWD S, A2 7V O PRERD |
; FEHMNS 2 HLANICR 52863 5 2 &, g
V3L AHlEFHICHWAEEITE. HIELT, 1270
: VI 2 H A )L A EYYE 2 FIE L T D BE D[R fE |
FHEXI LR EEHE THD FiOEERNRET D, |
() & (655 LA L)
Q) B LEBEE
) fREH B R R (BEIR %)
: (4) BHReEERE :
DAL RENICRA > TV T A )L ZIRAE IR
: 72N, :
LS. AHINLH B I I3 RATR ([E I ARE |

7. 173
Iz,

(A% - AE]

1. RERICAVWSIEE
WHEL AR VNTE BT IEILEL T 1 EN0mg (5 mg
TUYRY—%2TYUALZ—)%, 1H2ME. 5HHE, HFHO
WA gRa HWTI AT %,

2. FRRICAWSIEES
WL AR VNEIZIE I EILEL T 1 EN0mg(5 mg
TUAY—%2TUAY—)%, 1H1[E, 10HH, FHO
WA BZEHWTRAT S,

X FK - ABICEET 2EALOEE
P,

L2

AN ZRFNDHE, FREH, ATRERER D E |
MTE G 2T 2 2 EMEE LW GERFEB A 548 |
RERTREER IR G 2 MR L 2 BE BT 2 A |
HTF BT =23 G560 THhian), ;
FHIZFHITHNDHEITE, KROMITERL TE |
HdazE, '

(DA > T IVT A A I R IR G FE 1 i1 5 H A |

NI G & BIIAT 2 2 & (Bt 3ok RikEmmE I |
GEMMLZBECBT 262 ENT LT —5 |
FESNTVARN), '

DA > TIVI A ) ZERHEITHT 5 PRI |

Az U CHHAL TW2 OB RFE T 2,

R SO T UV S 7 £ D N B |

BOBHZEFITKL, BHEMREREORBICHN |
B W ASE (R PR FF A BRI S8 SRR AR 2 OF
THHEITE, AFERGTSANCHEAT 2L |

________ BISZL(ERREAMERIZO.
(ERALEDZEE]

1. HERE ROBFHICIHEEICRGITDHIL)
ALK U CBRIBUE DM D & 2 ¥ ([EEm Lk
AWMIER] I

X2, BEAEERNEER

M

%)

(€))

HEBERIZ R TH 2 HDD, ARFOMEFABIC R
TENE DR MHRER 2RI L ZH0mE T Tn
B, N RFEFITONTIE, BWITENICK i
LD N —DERZ; 15T 5720 D FRRY ki
ELT, RANC L ZEBENHEBINZRIT. ORE
TEHORBROBZENNHZZE, QHEBIIBNWTE
BRITOEE, Vi< &b 2 AR, HEEHITNA -
REZEN—ANTESBENEORETSZEITDN
THE - FECHLFHZIT 2 &, B, 127
VI HRRESEIC L > TH, FEDRERNEND &
DWENH DD T, LR ERBEOHHEITD 2 &,
TR NIRAE D B F T T 2 AR DI, R
ERTIREOEREZICHRET 2 HEICT. BEORRE
TR L s BET DI &,
BEXIPHEEOREEH (2L, 2to1r > 7))L
T EIR 2 I TR VERD) 205 & U =ik DR
HPIEERIC BT, 13617 1 BlC RS SR 5
N7z,

A2 TIVIHIA IV ZREGYEIC X 0 ZoEEEAEN
TUET BT END D, ARENIEGBRITKE GO
WHERE DR T AIA BN E VD HENDH D (IR s
R OMAREN T WEFITBNWTHRERREN D
%) TOEIWIERDND 5ONBE. AFN DO
HapEL, @YURNEEITS Z &,

£z, QUE S BT DM B ZE I i 1 R 25 D 1B PRI
AR D & 2 B ITARK &2 %53 255 1TI3AH
BEBICRE BN SRR D D 2 L& H
FHICHHTHZEEL, NERFICHEHTE 2L D EE
MR IR S SRR 2 B I8 5 2 &,
BB, B EEE ORI WD W ASE (JER
/R R BB QS IR A 2 0F 3 2 5581213
AR BG5S HAICHERT AL OHFET L &,
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(4) HIBERESYED A > T IV T 1)) AEGSEC &0 L
720, A I INVT O FRHERERRAIND Z 0D 5,
MEBYYE DL AL, PiEAl 2R 5322 EHY)
BAEZEITS & ([Rhfe - R FICBIE T 2 H Lo
HEIZR),

(5) AFHEGHBITEMR T g v VRERED DONEED
WEND D, TORMOT a3y ZEREZA > TIIVT
YDAV ZRBAYEITE D FE, BiKEE O H ke
DEAITINA, AFERSBKALZIE, FHEE
SBZIEDZZENFRERSTZARENEND D, £
FIIZHH SR IR I N TV DR AEZ 31
X, <DAWEIREE (B AIXEME) T]RAT
L5EOFETHE, Foe ZOEDIBIERLRD S
ONHEITE. BEICLZ & 5 ELERITHRD
EEBHIT, MIRZTO IR EMU)NE 21T 2 &,

(6) AFNT. KMMmEL THEAZSDABE/KIY 28

MALTHD, AT L CGREEDMTRED S %

BECREGLEBIYF 74 5% —Ndbs5 b

EOMENHDHDT, HHITEL TUITIEET

52 &,

3. BlER
R

<BRA >
FE N G R AR BRI B W T, FREFI29141] (40mg/ H 11141,
WA - SN TFAOR 2 EE0) . 5061 (17.2%) IZHGEHR
MR 22 ORIERNME 7z GRFER) .

7 P IRt A8 2 e OV 7 P A A A 53931 vh, 68451 (1.3
%) \ZEIER S S Nz, T D FER S DX NHI1341(0.24
%), FE& 7B (013%), Hols - NEM: 7 B (0.13%), MH
fEdz 6 451 (0.11%) TH o 7= (FHEEK T,
<N
E N EGRRBRIC BN T, BEFN455 3, 361 (2.1%)
IR A B % 2 O EIE A 2 S X 172 ORFERE)
M T R R A 784 . 1361 (1.7 %) 1T B PR AR A il
B2 S ORIER NS XN/ (HEEKR T,
T84
EINEERRBRICB N T, IEFNeflF, 26 (1.2%)
I EE R A (B B 2 B O RIER s Sz ORGEEE) .
el R AR A 2800, BER ISR E S a7z
(FHREK TR,
() EXZEER

Navd, 7F7245F>—2avy, 7FrI745
Fo— (MEMT., MO, IHoE - EEERES) (B
BRI 5 2 ENHBHDT, BRz2 5
W, BENRDsNEAECEESERIEL,
WY LEZITD 2 &,

DREXEE. WIREE [ S E, IR (T
NBHHEERHED )N DT ENHBDT, BHRE
FTiTY, BENRDSNEE SRR IEL,
YR ALE 21T S T & (BRI E SR,

3) hEMREIEIEFRAE (Toxic Epidermal Necrolysis :
TEN)., KEEIRAE(ZEF (Stevens—JohnsonfE R EE).
SRHAIHE - AR R EIE A AE. Bk R RUE fise
e SALEE (W TN B EEE AR ?) HOEELR K
JEREEND 5DLNDZEMDDHDT, BHEE 451
T, BEMEDSNEEAICEESGEhIEL., E
Ui iLE 2175 Z &,

2 ZofoaER
UFOXSBEERDD SbnBEa1id. EIRIC
I U Tl RLEZ2TS 2 &,

0.1%~1% 0.1% Kifk SAREBRY
B 8 A | HL IIEIE, SRS

SEE, TR O U OHUg. AR 2k E
RAE R
T O CER|WEMREZER, D, DN,
HoAE S0 EE EeN. BHCRIR. BEAR
Prigk

WERE MR, S E R

BEEER

W R R WS, S, SR, 5
B B B WS,

0.1%~1% 0.1% Kk SAERBREY

& & & B

" SeiF. JEEh. B, .
e5ER (i

TED) B RS U3 DA THED 5N TV SENERIZ DN TIE
BEARHE L2,
12) #ETOBEMEE 1 0.01% A
3 20X GHICIERGERIETS I &,
<SR PR AR >

| N PR R B C 4 & AU WA IR B T A b Nz 275
BMERIZUTO®O THY, FEHEEINTND 1%
AR TH oIz,
Jetp, BOREE, WE. KGEMHIM. BREEE, S DR,
e

vy

4. 3R ER. RABEAOKRE

(1) R SOIEIRL THW DR D & 2w NITi 59 %
BEIE, BREOFRENEHRMEZ ERS &k
ENDYBRITOHEEGTH L, HRRFOREGIC
B9 22T L TR, BiEER (v b,
UHF) ThREEBBEN#RE SN TND, ]

() FAWIHEKEITZHEITIRAZHTSIEL I & [
LIRS B 7 EMEISRENL L T, BI%ER (5
v M) THHRITBIT T2 2 EMlE SN Tn 5, ]

5. hNBEADEZRE

(1) NRIZHR LTI, AFZ#EUICARES TES &
W= EIcosREGT 22 & ([HEHLEDRE]
DIEZM),

Q) EHAARER, #AE, AR 4R oIzt
T HREMEIIREST L TOARWN (F FRRER DYDY,

X6. BRALDER

(1) AFNIIRA OFHBAZR ZHNT, HENANOTA
BEICOARMHTDI L, XTI F =L I3
MENTIFRER IR L a2 & AF (BAH
HAD 2L, 7710 —b L <I3HEM=AT
ke z L TA > 7V T oY ABRBEICHKEL,
RN T & % FLREIC K 2 R DPHZED 20T A
BEPRCLIEEOWMEND S,

() BEIREE IR OERWALR (T 1 ATNT
O ROMERFBAEZEL, HHEEZRRET I,
2B, NRITH LTI, AFZBEINTRARGTED
CHWENHEITOARET B E (VNEEADR
G0EER),

() Y I ENAKFIIHRENEND T, TYRE —
ERADERNI R ZE HIT S T &,

[(FE Y &) 5E]

1. MAEE

(1) BRERREA
E N B g7 Dk A2 10mg & BEIR ARG L7z & & D
4 R HERS e DS BN RE /N 5 A — % 2 LU TR LTz,

50

N
S

£
230 —
ped —=—EANT—5
= —a— T =5
20
& (GE¥+5D)
e

10

oo . . L. : : : -

000 200 400 600 800 1000 1200 1400 1600 1800 2000 2200 2400
51 (K5
Cmax Tmax AUCo-24 T

(ng/mL) (hr) (ng+hr/mL) (hr)
ENT—% (n=12) | 29.774£9.74 | 1.67+0.83 |166.78£39.07| 2.56%0.56
MW T—% (n=12) | 28.96+17.47 | 1.25+0.50 |149.48+79.10| 2.48+0.28

77, ENORFEERAIZ20mg® 2 1 H 2 8] 6 HERIER ARG
WAL OfEFER NIZ10mg# 1 H 48] 6 HEIRIEHR G L&, &
B30 SN S T2,

(B AFI O &R EIL 1 BEN10mgTHh 5,

14



2) BHEREEECBNT—%)
R NI iR L T, EE OB R E SRS (Clor @ 25mL/min
FIE) TTah I 5SS IEE L, AUCol3 K 7 fE88mL 7=, ZOHE
B RERE R R FIOEE AR (1 EN0mg, 1 H 2 [8) % 5 HiE
AP G U =R HEE SN BAUCE, fBERR AIT600mgZ 1 A 2
[\ 5 HIEERIRNTE 5 U BB PE 2580 72 IRFDAUC(73110ng - hr/mL)
DT D1 TH oz, TOITEMS, W TIEIHGEDH
BETOVNEZIRNEIN TS, ENICBW TEHAE
fEERFE 2GR E LRI fTb TN, BB, B
BT ET D XD I E AR EEE TR 2 A OB
e R OB BIBIIRE S L Thiny,

(3) FFigsEREEERE
AENIFTR# I NN, BB, IFREREERFICBT S
AHIOEpBREIIMET S TR,

4) SmE
BERT—2%)
i 6 B220mgt BRI A 35 5- U 7= K O ifn H €A S gL,
f@EERE A & s U CTmax & O ol 2L & 38803, CmaxtZ#91.5
%, AUCIEHRIN.6fEE Do T2,
(GB) AFIO AR RIL 1 [\E10mgTdH 5,
EBnT—2%)
BB, WA TR AEOEEJIMRENE TH D, BEE
EERFICBVWTHRGSRORBOLEIZZNWI ENS, &
MECPNTHREREORBIILERNWEINTND,

(ONIY
N & S D /N2 10mg 2 Bila i A% 5L 7= & & D3k
HREN T A—F Z LN TFITRL 7=,

Cmax Trmax AUCinf T2
(ng/mL) (hr) (ng-hr/mL) (hr)

ENF—% (h=10)| 30.5+11.5 | 0.8+03 |133.5£51.3| 2.2405

W7 —% (n=11)| 441+£148 | 1.0£04 |182.7+68.0| 2.0+03

2. - HEt

1) REERERA
[E N B O 7k o i g Bl A1 10mg 2 B e A#% 5L 72 & &,
P 515245 £ TORE(AR D R i R E N TR G &
D9.63%., WEFLT7.08% TH > 7=,
CBNT—2%)
F 7z, RO B R DAESHY AR BRI 2R GHAEE D S ORI
132% " CTH0, FRVIFEFICHHEINDBDEEZ SN D,
755, fEEHERL AT 50mg~600mg 7 Bilal E RN 5 L 7= 35 A
P 515245 [ & T O RZAGAR D FR bl 2R 13 4% 58 D85
~95% T, IFEAERBEZTT, RIIBE2N L TRFBICHE
Iz,

2 MR
N e DA D /N2 10mg 2 BRI A - L7z & &, &5
% 8 I £ TOREMAR DR PHIFEIZTNTNHR S % TH
27z,

3. #HEEA
ARIIIFIRANE G55, R 220032, RO BRPICRE
fbiRE L THR S N, £ AN MFF N7 O LP-4500
B TREOMRBEICEEE 5 X200 2 &A% vitopd B CHER &
NTns2,

4. ZOMOEYRER/NTA—F
MIFFEIZFEE : 14%LLF (in vitro) ?

(B8 &R Bk #&]

<AFICTRBE N-EERERERAE >

1. BRABERERRE

1) ERNRCETIHRAZNRE LBRHRERKE

HF 2 EJVIA 0mg, 40mg/H) 5 HEEFGIZHNWT, EE
P IE H T 2 R E/R 3 IR (FEEL. SR S O AL ) D gl
GEBNINE AR 237.0°C ARG, S R ORI [IEEAE
LUTI 5] UE BERA2 W | DIREEAD 4B RALA L3 L
A EBRETER) L2 TS R20RIC _EERE
ICR VIR Uz, BERSN/=333F DN, [FIZEHE T ER)
P D T — % DIFEAM T & 72 W0 1561 2 B 7231861 2 A 2h M i dr
TG EIE U TR L 72658, B o REITNTNORS
40H CHEMEMICABEREZZRoNaho/z, 2B, BB
FEfart i SR U 72 fE BRI 8941 (26.7%) Td > 7z,

A 27T YRR (B2, BERRUCEHAR ORFE
(EPREREER : BRA)
SRR (n=183e A 50
#lZH 2HH 3HH 4HH SHH e HH 7HH 8 HH 9 HH
Pra@ 0.9 103 271 561 748 86.0 879 935 96.3
(n=107) | (h=1) (n=10) (h=18) (h=31) (h=20) (n=12) (n=2) (n=6) (n=3)

B

;gﬁ/?g 40 139 327 624 782 861 941 970 970
(”nﬂgm (h=4) (n=10) (h=19) (h=30) (h=16) (n=8) (n=8) (n=3) (n=0)

PN
40mg/ H#E
(n=110)

HARSERIZ, 2 HEAKU 3 HEIZBWTHEF I EIVRA
FHI T TR LR N SR T A5 Nz,

0.0 136 355 582 782 873 90.0 946 94.6
(n=0) (n=15) (h=24) (h=25) (n=22) (n=10) (n=3) (n=5) (n=0)

HAREERDOHS
40.0
————— 75 RE

o BT —o— 20mg/H B
N L —— 40mg/ B B
@l 39.0 9
T s85
BN
mg 380
&
mE 37s
L3

37.0
€
O 365

36.0 . . . .

[IEA=] 2AE 3HEB 4HEB 5HA
TSR M) 107 107 107 106 106
20mg,/ H (n) 100 100 100 101 101
40mg./ B (n) 110 109 109 109 109
7z, BIRAFHEIEE Th 2 B8R 5K G, B,

WG, %% CIASENE) ICDWT, A > 7V IA IV AD
TR I NTIERNC BT 2B OHER 2R L 7=,

A2 7IVIUYER (2, BB, BRE. XROTHEEER)
DEFHZE (ERAREER : BRA)
s SRR AR (n=18 A B0

#lZH 2HEH 3HH 4HH SHH 6 HH 7HH 8 HH 9HH
VA 0.0 3.7 5.6 204 352 463 574 61.1 64.8
(=54 | (h=0) (h=2) (r=1) (h=8) (=8) (n=6) (n=6) (n=2) (h=2)

'HS%SE)I{ 0.0 3.6 146 255 327 455 60.0 69.1 782
20mg/ HE¥ (=0) (= = - _ _ _ _ _
(1=55) n= n=2) (h=6) (n=6) (n=4) (n=7) (n=8) (n=5) (n=5)

E%S/E)Ebi 0.0 64 206 333 524 667 746 794 841
e | (0=0) (0=4) (n=9) (n=8) (v=12) (=9) (n=5) (n=3) (n=3)

(2 BRICEITZNMNEEMRE LBEREBRBE

5~ ETONEBELREL, FFIEIVA (0mg/H) 5 H
M 51C X 2 %% 5B Openith) 2 F L 7z, L
fIEEH TdH 2 > 7))V T2 EEER O (AR (IR 37.5
CAIM, W% 72U 1303 TR, S8, WASE,, 2 - JE5E
A - BEETR S 720/ KUT7R S I WFRE | DARBE S 245 T DL
LR LG AR RBEER] ETICEL 2 HE (hoefi) 1%
40HTH o7z,

2. ERNFRAEBREE

18Pl L OEEEE O FEE S E L, Y IEITA (10mg/
H) 28BS IC L2 PP (FoREMBE L&
BRI bL il B) 2RI L 72, T OFER, 1 > 7V T U HERIE
WoFEH et G7.5°CLA L), FEEUER, "%, SER. MHSEN. AN -
BIEIR DS B 2 DL EDERDFEH) KA > TV T FroA
IV D ERR I N - B E OEIEIX. T I EIVER.9% (3/160).
75 REE 3.8% (6/156) TdH > 7= (0=0.331),

<BIHMCTEREE N-FERREBRRE >
¥ 1. BIAEERRE

() BACEBIFIHREANENRE LR
A 2TIVI I A ) A DRBGED MR S T IERNT BN T,
R, BN OB TIE T F I EIVRAZGIZ T 5 RIC
FEUABITHEWE S A 5 N0, IBIEFIER DL N> -
KO TIIAFEE 7S REOBREICE L 2 HEu
DWTHAINBRAEBZITRD s Nho .
BB, NS OB TIEBE A > 7))V I U1 )L AEAYEIC
KT DR AR T DI FHDTIEFIRSIEE I N h o Tz,



A7 NI O YEROBRICE L /2 BE (P RE)
DIRIHER CBINEEAR : BA)

F i FCEER N ek
HEE 2 ALAE B 5L 4554 3564 77761
TRBRETEIE N S 644 184 9041
b U 7= fE 5L (14%) (5%) (12%)

P6.5H P7.5H P6.0H

" . 75.0H 75.0H 75.5H
RN p=0.011 p<0.001 p=0.228

45551 3564 77741

. - P6.0H P7.5H P6.0H

O | 7458 750H 750R
. h};g p=0.004 p<0.001 p=0.078

e = 3214 2774 5694

P T IRAR, Z I E)20mg/H

DEEMMER DHER
B2 EIL20mg/ H AT BT 2IER OB OES 2, %
GUREEZAIOER, 1> 7IVT T T4 )V A DGR
SNEEFIIDOWT_EERIEICKD T I EREMREL

T L7z,

BB, FEENE L0 (DENIRIER37.8°C AR

DOFERMEIE) . B, WGP, WEEERE K& OEAY [IEE | X
V& TAEIREE | D IRREA 240155 ] DA B8 U 7o 33 15 2 el & 2 22
U7z, ZOfER, MR BN O TIZY I BV
7RI LA BRI OB AT S N2 ek oid
BRI A B R A S e o T,

A 27NV HEROERCE L 2 BE (P RIE)
GBIVaREER : RA)

BRI L 7z A B D gl
FRATEREA, SR s HF3IE)20mg/HiEE AR
A gl ]
FEk | 5.0H (n=227) 6.5H (n=228)
FRIN | 5.0H (n=174) 7.5H (n=182)
Jek| 5.5H (n=412) 6.0H (n=365)
A2 INIHIAIAD
RSN S e=g gt IFi|
F¥ER| 45H (h=161) 6.0H (n=160)
BN | 5.0H (n=136) 7.5H (n=141)
k| 5.0H (h=312) 6.0H (n=257)

FRC. mEER. BN ROk DEERICB N T, ALH 20N
BRIA > T IVT U A ) A DGR S N - BE T BT
DFEEL, BENE. WG, WEEER M OURE IR O BRI B L e
H¥ (hfif) 2 U NITR U, 7ads, BRI > TV T > ¥
AV AERIEIT T T D RNRZ MRS 2 I3 F o TR IE B A
RS N8> e,
TANWRBBDOA 7 VT o HEROBRICELZBE
(RfE) CBIMVARER : KA

A>INTY HFFIEN e “

A VA DE 20mg/ B IR | HROE
AR 5.0H (n=544) 6.5H (n=493) 1.5H
B 45H (n= 63) 6.5H (n= 64) 2.0

2)BIRH AR FHEIE B DR
A 2 TINT T IA ) A DREYD IR S N FE B 2 0 RI,
FF 3 EJ)L20mg/ B A BT DIERDENDOE S 2 75+
REWBEL, 12> TINITOHFIIBT 2 — RSN TH
D% & FEE DB K N R A OHE (REX %, R KO
B S 255 DPFRLIZ DV T TFICR L,
% ERBOBRHICE L2 B (PRIE) ROEHEDOHREE
CeibaEARR : A

£ 1 % DD H JEEL DR H B OEREDEFE
g FFE) S FFE) . FHIE)) s
o g 7 7 7
S 2mg/EE Tk 2ormg/FIRE T 2omg/HEE i
BBk | 3.0H 3.8H 1.0H 1.5H 24% 30%
N | 3.0H 40H 1.5H 2.0H 24% 33%
& k| 3.0H 45H 1.5H 1.5H 15% 22%
IR SR, TEERGR R, B SREERAL QY e O Dt
B OHE D OEFER
3N ZDMDIMER

2 B PR B AR O JiE Bl i T T

AR B AR IR 12 8 B3 LR e Y 55

WEE (BNH D WIEHIENAR T383CLLE) . &% WIdE
IROBENEHEDEE TREOARIENEL D &< 722w hE
TEDH D ENRENTz,

2) BHCBIFBNA) RV BEEMRE UBRARARKE

DBINCET HIEETRIFEE 2/ IBEMAEEMES) 28
BB T DB E TORKHRARE
FACEER, RN R DHERIT T &8 S B U2 1 PAZE R it
PR (LLUFCOPD) ZEMERBICH DA > 7NV I F U1 IV A
BRBEZWRE LB E S N,

FEEL. UEJE. AR, TSRS X OMZ O 5 EIR D2 T ORERD
BT H5DICE L HEEEE S LT 2 )L (20mg/H

WA DEMEZE, TS REHBEL T
A2 TINT o IA I ADREGEN

A U 720 AT

R N AEH & Al BR R
O ez eflE vz, oS, sBRENE 0
SN2 TIE. PP IR TSR LR E T
OFERKZI0HEH L TWAER, HEFa 23 mt
INBDDTz. BBA L TIVI T IA ) A DEGN RS
NTIEFI T F I ENVERL T T REICIE L, 1.5H (p=0.009)
DOHEBREMMNH SNz,

A7V OYEROERICE L= BE (FRIE)

GBIV AakEHER - BETRIFIREEZETHEE)

. FFICN | oy e |y

AT 20mo/ H Bt TIu R | BEO%E| PlE
FlBREE 2B 0 A1V = 4261 |6.0H (n=262) |7.0H (h=263) | 1.0H | 0.123
ATINIHF I A _ -
DRAH T BN T 550 (n=160) |7.0H (h=153)| 1.5H | 0.009

HEREZOFBHRIL, H5HIBNTT I RE42% (111/263),
HFFIEIVEEB8% (99/261), HHRITBWT T I RE35%
(92/263), HF I EILBEA3% (112/261) &N T 306 i i C 62
ETholz, HANEHENDH 2 EHESN-AEERIL &
HrzBWTT SRR 9 % (23/263). ' FIE)LEE 9 %(23/261)
THD, BERBITBWTTIREE2 % 6/263), FFIEIL
BE1 %A (2/261) TdH > 7z,
ERAEFFRRIWE, AISER JEXZRTHO, WEERH
AR SN o T,

filiFEBEIZ 63 2 ) X B )L D528 2 i B U I COPD 2 JE i 5
BICHDAM D INI oI ARREEEZNRICT It
RNEMEE L THM L7z, MitgEEDREE LT, B
i DB & 15 D B RIS & (PEFR) O L& (BHFHIE) & 18
= (FEV1.0) (1 HH. 6 HH. 280 BT EHEHEC THIE) 2 M
Wiz, B2 ENVRA T OERKIFSRE (PEFR) D fEI,
TR U BIFICHERS L. & E5RMR% 6 HE R U28HH
THHRED B G BGRT R 0 1 P& (FEV1.0) & 2 WIS KIER
s (PEFR)220% 2 A TR FLZBEOHEEITYFIE
NEEE TS RERICET AL NS T,

2)BHMNIBIFBNA Y R BETOEKRREREE

NAURZAT EEFRINTWDEEL 65 L, 12TENE 885
B S E 2 bR < OGRS R, BERE, A eREE
DONWTNMIZEEY) OEMZ, IR BN K Ok DK
S AHRLSR (3 AkBR) WM R ALK TR X 47z /N R R R A B
IR COBRRSE LA, TRiRE O 720 OFEN TRt
B (FHBRICHAANDEA > TV T I A )L AEGEIC
BELZEFH) NS L. ¥ I E)L20mg/H A5 B
IZDOWT, E5INEZL2HKTA > TIVIT o HFTA IV ZAD
PR S NFEHNCDE T TR ZRIBE L Tl L
7z

I E)VBEOFEEL, B, . THEEE K OZ O 5 IR
O TOREIRNERICET 2 AT, 7T REICHL,
BEEINE2ETISH (p=0.046), 1 > 7T FI1ILA
DREPDMER S NFERIT2.5H (p=0.015) OF Z /2 EHEH A
5Nz,

A7V OYEROBRRICE L = B (FRE)
CBHNAERER : N1 R EE)

Sy HFFIEN s .
fR AT 20moy H B 7T IR | BEOE| PlE
#hEnizah 55H (n=154) |7.0H (n=167) | 1.5H | 0.046
ATV oHF I A _ _
DR T B 7 5 5.0H (h=105) |7.5H (h=122) | 2.5H | 0.015
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3)

/2. FUEYEIC X DB EGLEET 2 RS HHE DR
BRIZ, #E5IN-2FITIE, FFIEIETI6% (24/154)
kL. T REETIZ25% (41/167), A > 7 IV T HFA )l
A DGR S N =L/ Tl ' I EIVEETI13% (14/105)
WL 7SR BETIZ4% (29/122) TH D, HFFIEILEEC
BB HEHRIAEZIAEN o 72 G5 IN=2Flp=0.042,
SINWI A I A DR ERE S N EBIp=0.045),
MEMEICL D RBREVELTIEMHEORIAE
GBIVRERER : N1 Y RVEEH)

AT *;;f;;/ E ;g_ FSLAR || P

& xh-26 16% (24/154) |25% (41/167) | 0.63 0.042
AINVITOTFIAIA o o

ORI & 7= S 13% (14/105) |24% (29/122) | 0.57 0.045

BERFOFHRL, FFIEIVEETI9%(60/154), To%
REET43% (72/167) TH o7z, B HAOLNTBRIL [
KUEIR OB /Mg EAER O TH O, ¥FIENHT7 %
(11/154), 75 REET14% (24/167) TH > 7.
WEFNOPDOBETSPILULERIBLZEESER
GashhEaEg : N1 URIEE)

e TS AREE [N 20me/AH
AEER nzmﬁ n:154g !
HEFZRTEBIIE 72(43%) 60(39%)
i SR OBl /Wi B R DN 24(14%) 11(7%)
QLR 1(7%) 7(5%)
M It 5(3%) 5(3%)
OEW 3( 2%) 5(3%)
fiiti 4% 1(1%) 6(4%)
NSRBI SE 5(3%) 0
L3 6( 4%) 0

Froo NMTURZEEOS BEBEMEREREEZALTWD
£ (FFIEIEI096, 75 RE36) TORFERES
DFBRIT, FF I EIVEET41% (45/109), 75t REETAS
% (51/113), 65k%LA L& O %M (3 2 EIVEE36HI.
7 I REOBND IZB W T, I EJVEET39% (14/36),
T REET45% (18/40) &, WINOEMIZBWTHYF
SENVBIR T I REEE EA S o 7,

BICEIFBNREMRE UBRAREEBRBE
5~1RETONEEMNRE LB G ZE, RAZ
S L& LB ERG R RSO M- HE I EJL20mg/
HE A, 5 HR%5) TRiEL 2. FEEMHEH CTHEH1 > 7
VI EEEIR O, AR (BW) 37.8°C A, % [7zL]
SOX TEELL MR - BAEE. WASEYE. AU - EEKRUEE
W (72 U/ L RER B D KNI 5 78 DIRBEA 240 R DL
Bt L= 582 B ER] ETIRELZHE (Y i3,
AZTINIHFIA )N ADEENER S NZEHITBNWT,
FFIENWRGHN T SR EGRICLLARICEN -2
<0.001),
A7V UYEROERICE L /= BE (PRE)
CeibaEaAER « MR

S HFFIE oo osme || PHE
FRHTHRE 20mg/ H# 7 7R | HROE OSSR

A2 TINIZHFIAIVA _ _ <0.001
DR RS- il 40H (n=164) |5.25H (n=182) | 1.25H ©05.2.0)

X 2. BIMFRAEBRAE

(1) REAICHITSBETFR GBI
FIENIZBNWTA > 7IV TP A AIRYE B E RS
NTHhe, FEL2E(SEUER) 25 FIE)V10mg 1 H 1 [E30E
7StAR 1T HEL 10HBBADWTNATEID I, FE%)
HEkB LUz, ZOME, > 7V PFREEIROFE (D
RIR37.8°CLA EXUSFE B, 1%, UEE. WEENE, RSB
2 DL EDSEIRDFEB) A > IV I A )L A KRG
RBINFBEEN 1 HILLEED S NEFKIEOEIET, IFoEB
DTHhoT=

AVIINIVYIA N RARREREN 1 HILULERD SN
REDEE (BN FREER)

o4 FFIEN N,

i Bk 1omg/ AT A i Pl
NAI30010 4% (7/169% M%) | 19% (32/168% /%) | <0.001
NAI30031 4 9% (10/2455 %) | 19% (46/2425 1) | <0.001

(2) BE—HIFICEEL TWDHERE CH (T DREEFRE (GBI
A TIVI AV ZSEGIE DFEANZRD 53T S i
2RI, YFIEINIOmg I HTEIXE T 1R 1H 1[E,
28HEI A DWTINITEIO T, TR ZE KL=, =
DFER, A > TV T PRRERO T (DEARIRE37.8°CLLE X
VEFEEUR. . B, WAEENE. IR OS5 2 DL EORER
DFEB) A > IIVI A )V AR R S N7 BE D
EHE LTOEBOTHo 7z,

AVITIWVIOYOA ) RABREIEREDEE CBINFIEER)

o FFIEl e

it Bk 10may H B AT &Y i3 PfE
NAIA3005 2.0% (11/553) 6.1% (34/554) <0.001
NAI30034 0.2% (4/1678) 1.4% (23/1685) <0.001

*NAIA3005 : #E D KZICET 218 EDEZEZRR E Lzl
.
NAI30034: B D O 2 =7 1 —ICIE T 2 S (655 LA 1)
BEIRIE &9 5 BE, BRI EEE B DR B ES
LHONA U BEENGE L il
3) NEFERANICHIFDBEELETFRCEN)

A TIWNL o IA ) ZEIIEDFENRD 5N TN DS
Fa% D AT 2R R, FFIEI0mg 1 H 1 [a 03 B
THI1EL 4ABESOWTOMIED T, TR Z L
U7z, FORE, FiizfmROLERZFREBEL, 127
I I AR RS N BEOEEIE. DLFD&
BOTHo7=,

AVTIWVIOYOA ) RAEREIEREDEE CBINFRHEER)

o HFFHIEl .

2 o A *

ik Bk 10may F B o PfiE
NAIA3003 4 % (7/184) 8 % (16/191) 0.085
NAIA3004 6 % (15/240) 9 % (23/249) 0.355

*NAIA3003 : ABIA > TV B IA N AT H L TR F Y
LB IINT UYL AITH LT T TR ERS,
NAIA3004 : ABIA > I IV T IA N ARV > 7 )T
SHIAINZADNWT UKL TH T T REHKS,

¥ <AFBICTRIBS N/ BEEIRF R BERE >

() ERARERE
A2 TIVI T A ) ARGHE IR #IC B9 2 ) A
TIZBT D REMERTAMERLTOEBD TH S,

AR

JRAT U G A E ] 97.2% (4041/4159)
INA U AT BEDS 97.2% (3643/3747)
NA ) R BT 96.6% (398/412)
I\ | Ebin e (655% LA 1) 96.7% (204/211)
6 IBVENE I B R (R4 S B, COPDZ &) 96.0% (169/176)
A |\ fEBREE R (B ILEERRS) 100.0% (28/28)
RIS 98.0% (50/51)
7| BEEAR 100.0% (3/3)
~ 5 %A 100.0% (44/44)
g 5 J~ 15 A 98.1% (418/426)
157%~ 65k A 97.0% (3375/3478)

EV A 2 TINT T IA ) ZEIENEIEL LT ES
N5y 27K+
w2 [aEh]. s, THEARREI DS B, A Y EMA

(8] &HE U 7 e
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(2) BEFERBRIERE
1) i8]
’r‘/7)I/I/‘b‘:‘7’T)I/X”§71’%W TR B ARFI DA R & iR
ERSYA9) A TN FHEBRF v N OBREFERDBE
ﬁf%otSﬁHL@WA$%&UBﬁ*ﬁ@$ R

S LR RARsEE e TN Ewm L7z, > TV T

> EEE KRB SRR DT B A (T R I3 F D & B

DTH5,

P R (PR )
=7 M /N
BARE (155%LA ) (2 ~ 155 A0S
A TIVT S EEERE R | 3 H (h=421) 2 H(h=334)
sk 2H(M=387) |2H(=430

H ATV T EEER - SO - FITF B, &

DiE A A IIBIEI DS A %

2) ks
A2 TIWVI A ARGYE D TR 2 A 21 2 T

BITDHEOIC, AVINIOYERIEL TCWSEEORE

F D D NI FE LR E MR L LT ZT o2, T

fE A AN TR GRER OIEARF TG TOA > T

VI Y RERNIZFNZFNII3% (3/26661]) e T85.06%

(16/316f1) TH > 7z,
R D B Q7.5 CLLE) . I - FIF. . D EDT A

ﬁ*l’\]lbi%@ﬂn@fif D55 2ERLL EAERE L C1.5H
kAN, otz Y N0 BEOE S
[3E % 3 ]

1. invitroCOBFE
AL 2 WIEBI A > T IV T o H A )L A 2 Y & H /=Madin
Darby-{ X B g AZICxt LT, HF 2 EIVIZHREKFEN R
ANV ZER 2R L, T DICofililZARIT K L 7C0.004 1t M~16 11 M,
BREYIZ K L "C0.005 £t M~1.3 1t M, ICoof I Z AR K L C0.065 11 M~
>100 M, BEIZHF L C0.065 Lt M~8.6 LMT&H > /=,

2. IMETITOEDMN
ARG D NEBRIA T IV A )V A % SN ERE U
PRI AWK L, FFIEINDEENFGIE< T A
FOTA I A Il % FHBKGFR NS ¥, £/, AllD
DWEBEIA NI YA ) A% S PENIC M LR &
71y MU T, P I E)L D SN G2 8PN
%f?@ﬁf»xﬁﬁ%ﬁ%ﬁﬁ%tﬁ?éﬂ‘%ﬂ%mﬁ

3. fFRRF

FFIEWE A 2TV F YA ARMEICAAET 2 BEH
AT —CORERMEBHERTH DY, AL 7))L T
SHUANATHLNTWLZRTOYTY (T /T3
F—EROBMA TNI T IAINAD /A 5325 —F%
PELED, DAINA /A FIZF—CRHL<EEINE
DA ADEENE N SRS B DI ETH D, T 51T,
T AV ADVKERE & 38 > TKGE O B EANIICHEE T S DI B
HTHDHRRMEND 2, FF I EITMRADLSEML,
DR EEY 2 2 & TLED LM SRt 1 > 7
WL HIAINANET 20 %MAEL, ARLKUBRIAL > 7
WIHFTAINZDEROIERZHIET 2 EEX 5N,

¥ 4. W

BEA TN T IA )N AR T 2 F I EIOFR
R U 7o AR S OV AR ER PR AR 0 X NS TR0
W U R ER D CL 3000 LA L D EBEMN S S EEL 72
AVITINI T IAINAKIZBNTEF I EIITHT K2
PO T LUKIZRD S naho7z, THETDE A, Bjé
A IIVI T I AN AEGE D IEH DL T Liz/hE
FIEINZE2BEBES L EFRICBWT, 3 t)bmﬁli
MHEBOHERH D7,

ENIZ %L\TEE}\&U\/J\E%%%}ﬁ% Y 2 EIVICitE &
REA TN oH A ) AHBICET 284 217> 722001
FE~20054E S — X > L R 20064E~20094E > — X > 1 /N
T OREFR, ARG RTOIL G-I HHE - FE L 72580610 &
FHOA L TINI TN ZRDICoE L O, FF 2 EIVIE
MR I N D HRITERD S Nho Tz,

(FME ICB Y S FRIFR]

—i% 4 ¢ 9 2 E)LKFIY (Zanamivir Hydrate)

(L2244 (+)-(4S, 5R, 6R) ~5-acetylamino—4-guanidino-6-[ (1R, 2R) -1, 2, 3-
trihydroxypropyl] -5, 6-dihydro-4H-pyran-2-carboxylic acid hydrate

3 CioHaNOy « XH:0

g

TR BEOBEKRTH S,
IZRRETIZKLK, T /=)L (995, 7 h=rU)L
NP ITFINIT—TITIFEAEBBT RN,
0.0075mol/LEREE VAR IZ R im T Is < W,
i - WEETH B,
SEREL (ogP) @ FF I EIVISHIPEA > 2R T 5720, HER
BOBEIIAAEE > 7=,

(B EDEE]

FRRIGF LDEE -
AFNITABISOIBI A > T IV T 2B A )l ZREHYE D FIE DR ]
OHBTHA L =BT OMERHBM SN E T,

s [F 58 5 4]
AH @Wﬂﬂiﬂ_’,@pﬂﬁf’ﬁ%%bi\ RERE, BHSRICRE T 52 &,
2 ]
JL 2P (4TURE—=X5)X 1
[I F k)
Cass LMR, et al. @ Clin Pharmacokinet, 36 (Suppl. 1), 1-11(1999)

2) Daniel MJ, et al. : Clin Pharmacokinet, 36 (Suppl. 1), 41-50 (1999)

3) Hedrick JA, et al. : Pediatr Infect Dis J, 19, 410-417 (2000)

4) Ryan DM, et al.: Antimicrob Agents Chemother, 38, 2270-2275(1994)

5) Ryan DM, et al.: Antimicrob Agents Chemother, 39, 2583-2584(1995)

6) von ltzstein M, et al. : Nature, 363, 418-423(1993)

7) Woods JM, etal. : Antimicrob Agents Chemother, 37,
1473-1479(1993)

8) Gubareva LV, etal. : Virology, 212, 323-330(1995)

9) Barnett JM, etal. : Antimicrob Agents Chemother, 44, 78-87 (2000)

10) Boivin G, etal. : JInfect Dis, 181, 1471-1474 (2000)

11) Hayden FG, etal. : N Eng J Med, 343, 1282-1289 (2000)

12) Gubareva LV,etal. : JInfect Dis, 178, 1257-1262 (1998)

[&EH#FEk k]

757« AR 4 U MREH

T151-8566  HUEUERESAR X FBK o 474-6-15

HNAFI— 7 k& —

TEL : 0120-561-007(9:00~18:00/+ H i H Je 4 #fkE H &R <)
FAX : 0120-561-047 Q4 [E15Z4)
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* %2016 5 10 ASKET (58 8 hk, EARBMFCED EM LD IEDIEDHKET)

*2016 5 4 BERET
Ik EERE
FEFHARR © SMRESEIC R

A 7INIT T IA )L RE

WL g D

SEF DI EHEHER ) \w5300mg

HAEEE R EES
87625
Ny 7 NA T
FKFRFZS | 22300AMX01152 | 22300AMX01151
SEAMH A 20124£6 H 20124E6 H
HRFEBR I 20104E1 f 20104E1H
] P A= 20104E1 H 20104E1 A

SEF DI EHEER I 7150mg

RS 2 B KRS
@® A X BHE

®
RAPIACTA for Intravenous Drip Infusion

(4]
1. AEOREICHEL>TIE, FHOLEREZEECKRFTT S
& [Tahe - MRICEET BERALDER] DIESR]
2. AEDOFHIREICEITHZEMERVREMEITHILL TORL,

[22 (ROBHEICIF/EE LA E)]
AR DR I3 UBREDBREREDD 2 EE

(HEAK - 1H4K]

1. HERK
W FET VY SIHEER FJET U H SR
e N 77 300mg INA TV 150mg
145 (60nL) U (15mL) oy
o RSB 349. 4ng | RT3 E)LKFIY 174, Tng
PRSI EILELT300mg 12 [(RTIELELT 150ng 12
D) )
oy RIETEUDA 500 g e b YA 135 0ne
S K S K
2. K
W, FJET VY SIHEREIR FJET U H SEEE R
- JNw 7 300mg INA 7V 150ng
o, | EEBORTS 5. BB OWTDH 5.
PR A e GEAHD)
ol 5.0~8.5 5.0~8.5
25T
(AP AT 1.0~1.2 1.0~1.2
T B 1)

[3hEE - TIR]
ABIR(ZBEA VT INT U H oA ) RRREEE

! <ZheE - SHIRICEIET HERLDEFE>

. AAIORE BB T, HiA ) AED R 5H A 8L B
LRI DIV IO A AEGE DR TOERFITH LTI
| OATHAVLIEEERA, BEOREEZFHBELLET,
L AKIOREOREREEEICRET S L,

2. AFIIATEAEAITH DT EEREA, ROASEAFSED
L oY TNV REOHHE T HEE L ET,
 AAORGOBERERITH L,

3. WITUA IR OEAMEBRICEEL, FFEGOEYMEE
Bitds &,

4. FENXCBIA > TNV T A ) ZREGHEITIIZN R 7R,

5. AFNIMIERAYE IR, [[EELERANEE] O

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

D EE-EMEOLLEIVFEATHI L

(A% - AE]
BRA D BE, RSIEJLE LT 300me & 15 HLLEMIF THE S #ERS
ET 5.
AMESICLVERLT2HTNOHSEEICIE, 18 1 H 600ng
£ 15 HLU LS THESERET 505, ERICHEL CEARERS
Tx 5.,
hab, 8, ERICSUTCETHRET 5.
MNE B, RSIENELTI A E 10mg/ke & 15 S EMIFT
BESERITHN, ERICELTEERERETE S, REBD
LEBRIZ, 1TEE&LT600mg £ETET S,
1 <Fix - AECEET 3ERLOEE>
L AFIOBGIE, EREBE, WHERIR D ED AT 5 2
o EAEELL, DERFEEN S 8 MBI S 2L
L ERECBIIEIMEEMTZ Ty REShTORN,] |
(2 RGN, RIS DB IR A S Rk T &I L 7 3
L BIT I EEL, BREZGEMELAVWI L, 2B, 3H
MRS L RRIERE N TV, [TERRE O,
. BHE] |
3. BRIEMEOS 2 BE TR, UM RESSHT 25T
' NABBOT, BHRECETFIELT, FREALICHER
L RBETT A&, AREREESTIHAD, FEREHZE,
L BT & NS OBHRAEREE T OM BRI, [
o EREARIER RO BN OEB ]

Cer: 7L 7FZ2DUT TR
KL: LY FZ2 )75 2 Z 100l/nin Rk OENTEHE O &, HEI
BEREFHO LFET D&, XTI EIVFMIRBETITE D HLH |
ZimigEhrshRES NS, |
4. AFNIAEBRIRNTESICORMERT 5 2 &, !
(EALDFE]** *
1. BEERE (ROBEICIEZRICHRSTSHIL)
(M) RSZENICETIEER
B EOH 2 EH [THE - HEICEET SR LOTE)
KO TEERIEARNER) DESH]
(2) & GBkFbUDL, FHAK) ICBTIEE
1) D, TEIRESREEEEEDH HEE [T MU U LOAERKOE
RIREZECT I &M S LIRICAEZNT, ERIELT S
BENH 5. ]
BHEEEEDDH 2 EE UKy, LS bU UL OBER 5T
DXY <, ERNVEMTZBENND 2. ]

I

I

Cer 1 [\ 52 !
(L/nin) BROBE | BT 5BEN0OHHBEDHE

50=Ccr 300mg 600mg :

30=Ccr<50 100mg 200mg |

10%1=<Cer <30 50mg 100mg |

I

I

~

2

~
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SET7 Y SREERNY T - NAT I (2)

2. BELEANIEE

) HEBERIEIFRHTHDHDD, KFZSOHA > 7N oTY
AV A BERLERIR I R AT BN OAE A - ARRRE R & FE B L 7= 1
WMESIN TS, AR REREFITDODNWTIE, BETHICKD
BEZEO AN —DOFERE LT 27200 TRt E LT,
AHNC K DIRBENRABI N2, ORETHORHOBZN
MHBHIE, QHEBIZBWTEEZTOHA, Pir<Eb2H
i, REFHFIINE - RIEREFED— AR5 BRVEIBET S
ZERDVWTHEE - FHEICHLHEWAZITOIZE, BB, 127
NI OHIEFICE > TH, HEDERNSD SN D EDOHRE
MNH5DT, LFLEFEROHHAZITS Z &,

(2) AANIBHM B DOERTH D, BHEEMSMK L TWRHEITIX

EWIERRENHRT 2BETNNH DD T, AFIOESITHE

LTiE, Z7VL7F=> 707 I AEISUZHBRICEDNT,

REZERLUANSEEICREG TS, [THiE - HRICHHE

TAMHA EOERE] kU TEYBIE] OS]

MBERERIEDA > TN T I A ) ZBPIEICEI L0, 1

CINIUYRRERERERAIND ZENH D, MEERIYEDS

B OMBERISEN DN S HE X, PEFERGET 5 E

WY)W EZTD T &, [THEE - $HRICEET S HH Lok

B OHZH]

frHAEREE, HENMRSEBEAZORICASONDE I ENH D

DT, HEGEEZDSHFEEREZTTO R EEEOREZ 71T

BERTDZ L,

B avy, 7FIT45F—DNHOLNEZIENHDHDT, ¥
S HENE O ATREIREE THRE OREZ T IR TS 2
Eo F, BEKRTEb I av Y, YFI4ITF-DHED
NBTENHDHDT, EEITHE,

3. EleR
<HEA>
FRGRIRFIZ BT % 22 MR T S48 968 i, Jafe R AG A A1 0D B %5
EEZSORMEMI 239 6] (24.7%) @D ENZ. ERbBOD
W, R 56 il (5.8%), EFHRERNEA 27 H1 (2.8%), EHIR 24
Bl (2.5%) THo7z.
<UNJE>
FRRRFZ BT 522 MR G 117 filh, R R A A A oD %6
ZEZEORERZ 346 (29.1%) TRD LNz, ERHOD
WX, TR 12 460 (10.3%), HEHEREA 116 (9.4%), WEM: 6
(5.1%) THo7=,

1) EXIENER

W2avy, 7Fr745F>— BEEXRHR) 1 >avy, 7F
T4 ZF— (MWEKT, EEEH, Wit WkEE F=HiE2
) BHELNBIENHDHDOT, BERZT/ITTY, BEN
RO LNHEITIRRGERIEL, EYRLEETD Z &,

2) AMEKED, FHEkEY (1~5%kKE) : AmEkED, Gk
BN EONEZENHDHDT, BRETHICTY, BEHN
ROENEHEIIRGE2PIETSRE, BURLEZTD Z
&,

FreseElE=E, |E (BEEARB) : AST (GOT), ALT (GPT), 7-

GTP, Al-P @ZF L W EFEZMND RS, SENHEGEH

LZORMIZHEONDZENHDHDOT, BRE2 TN, B

HENRD NG EIFRGEPIEL, #@UBRAEZITS Z &,

S2HBLE GEEAH)  AUHBALNHSDNLILNHD

DT, BEETY, RENEDSNLGEIIEZHRGZH

1L, #@URIEETS 2 &,

(2) EXZEWER FEX)

DA > TN T HF A )V ZETLLF O BEKRFEIER W
INTWVBDT, BEETHITTY, RENEDONLEHEIC
3G EPIETSRE, @YRNEETY Z L,

1) B

2) BIAEFFA

3

oA

(4

<

3

=

4

<

3) hEMRKIEFEMARLE (Toxic Epidermal Necrolysis : TEN),
RS IEARSE(REE (Stevens—Johnson SEIZE¥)

4) M/MRiFEL

5) B - MIRER (BEEE, EETH, BE 48 T8 X
#%)

6) WINHERIER

3) ZDHDEIERA

TR\ 1% LA 0.5~1%Am | 0.5%AM | HEERH
B RG Jt% 5, kG
T (6.3%), | M BRI, M
Wikas |0, TErH AR, O
AST (GOT) k&, |LDH L&, EUJIVAI-P EF
fFl&  |ALT GPT) LR/ |E > E&H, 7 -
GTP L&
EHAR, R BaBIN EF
B ik Iyaryuajyr
k5, NAG B
miE |V >/ EREE G ERYE N T /N A>
Fa e R WEWN, KR
i 7 R BN | R v f B M, CK| B JIIRERE
Z Dt (CPK) kS, R
Tk

4. SEHE~NDERS
— I E RS CTIRABEENMETL TS 2 ENLNDT,
BOREZERLANOHRETE L, [[EYTRE OIHE
]

5. 1%, ER RIBEADRE

() #F7 SUIIEIR L TW B ATHEME D & B N 55 5 54121,
BELOFFRENERMEZ LR SN2 HEICOAES
T2 &, LR OERGICET 2L MITMELL TN,
Z v N THREE#ME, VYFTRERVREENREINTY
5]

2) BARCREGT2EACEBAEMITIZIES 2L, [Ty M TH
HHICBITT S 2 EaEIN TN S, ]

6. MNEEADEE
IRHAEREE, HAERICHT222M3MIL Ty, (A
RERDZ W, ]

7. BERS
AFOBEE G T RIS N TN,
AFNIMAIEETIC L DN R N SREIND Z EH
HEInTnws D,

W o

8. BERALDEE

RERER © AN RIE IR ICOAEHT 2 2 &,

[(FEENRE]

1. MEEPRE

(1) BEREA
fREERR A BYER 6 5112 100mg, 200mg, 400mg, 800mg (K4
B) ZHESMEFEL /2 SomERREZX 1, BE K
EETERE L - E EOEMBFE/INT A—F 2K 1 ITRT. Cnax
T OAUC VI IR L, SEaM R ORT) 1349 3
MITRT I ENTERCNITHEE Lz, KEHKEG TOERNEIEIX
HERGREIFEAEEDST, ERMEIED N2,
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(ng/mL)
120000
—v— 800mg
100000 O 400mg
—A— 200mg
1 50000 —O0— 100mg
i (mean=8.D.)
o000 |

SET O REBERNY S - NAT IV ()

(3) BHEERREE
1) BARNERRAKROA > 7T HFEE, WOITHE AR

A, BHEREREEMORESBREZ SR E L LBRRABL G
537z 332 EH, 3199 AR > b OIKEREEICDONWT, RHEM
HMBREMAT 2T o /2. XTI EILOEYFRE (CL) ITXHT D
FERNTELT, BHEEREORE (Ccr) MWEMEREICE A5
HENRKEL, Cer TIRCAEEEROFHTNLETH D EEX
s5hi= Y,

B HRERE I E T IC BT D B (300mg % 54H%) DiiEF
BESI2L—2al2H3IIRT. £, SBEHEREESR
2BV HEFGE O Cnax K OAUC 2% 3 1ITRTS

(hr)
IREfH]
| Bi[E 5RO mAE bR e (RN
=1 EYEEEINT A—%

x B 5

5

2" Cmax AUCp-c0 cLxt MRT Vg2
(ng) (ng/mL) (ng « hr/mL) (L/hr) (hr) (L)

100 | 6 | 112002900 | 175132001 |5.77£0.61| 2. 64%0.33 | 15. 162,
200 | 6 | 211001600 | 33695£3622 |5.9940.65|2.656£0.27 | 15.77£1.35
400 | 6 | 468007000 | 634038620 |6.4140.90 | 2.44£0.28 | 15.53£1. 71
800 | 6 |86200£15400| 13379519972 | 6. 100. 96 | 2. 83£0.49 | 16. 96 £ 1. 53
; RS 6 HE)

I n Cmax AUCy- - #3 cLX!
(ng) (ng/mL) (ng + hr/mL) (L/hr)

100 | 6 | 109002000 | 16436=1540 | 6. 13£0. 56
200 | 6 | 198002300 | 30358+2980 | 6.64%0. 69
400 | 6 | 453008000 | 654099498 | 6.23%0. 93
800 | 6 |85500£13100| 13138512871 | 6. 14%0. 58

XKl 2HGr7IUT7 IR
X2 T ERIREBO AR
X3 EWIRE ORG24 K To AUC
(RIE i @ LC/MS/MS)  (mean=S. D.)

(2) NREE
/NRERE 115 81 (4 A~157%) 1T 10mg/kg (FREL 60kg LA ki
600mg) 2 HEL[E AU AE L 7z & & O Rk 71 4 e & T
HFIRE (8 RA > b)) ZM2ITRY, ik, MmEEFRENH
ETERZE 2T RA > b ZEHWTREREBERAT 2170,
BONTEMBRINT A—F 2K 21TRT Y,

R

(ng/mL)
100000 —__ #jE (Cer=120), 50ng
—— RS (Cer=40), 100mg
10000 -h\\\ ————— B (Cer=60), 300mg
% N — —— IE% (Cer=100), 300mg
di 1000
;(E
=100
10 A
1
0

3 ERSREREEE RN BT B HEIEIRE (300mg $-5H4)
DMEPRES I 21— a >
3 BHEEREEHTICHT 2 AR O Cnax K AUCK!

cor 300mg 554 600mg ¢ 5424
(ul,/min) %58 Cmax AUC %58 C(max AUC
(mg) | (ng/mL) | (ng-hr/ml) | (mg) | (ng/ml) | (ng - hr/mL)
4742 37162 9415 75745
10=Ccr<30 50 (3192- (21433~ 100 (6414~ (42922~
T467) 87284) 14591) 173312)
9245 33669 18471 67786
30=Ccr<<50 | 100 (6291~ (22976~ 200 (12564~ (45769~
14323) 50453) 28283) 102417)
27044 60233 54047 119015
50=Ccr<<80 | 300 (18652~ (41298~ 600 (37078~ (83155~
40920) 87803) 81364) 175174)
26005 36423 51814 72307
80=Ccr<<140| 300 (18133~ (26114~ 600 (36020~ (51520~
38645) 52916) 76820) 104974)

X1l (90% TG, REEMSEMBIREMATY 7 b NONMEM @125 <
YN T A—F ZHWEY I 2l —2 a UfER

2) BHremEH 25 22 FIC 2ng/ke GRFSHE) 2 H[E ATH

HELZEEomighiEE 412,

HEMEEBINT A —F &R

TR, BERECE TITHEN, XRTIIEIOMmEEHns O
KAGEBHEL, AUC2SEKT B2 EpRansz?, GHEAICLS

(ng/mL)
80000 1 O 6~165% Ak
® 2~ Gj% A
M 60000 t ’ 4~ *ﬁ
% o v 0~ 1% A
40000 ngff
w00 % B,
o o % g
-1 0 1 2 3 4 (hr)
SRS T Rt RE
X2 HEE RO mERRE CNEEE)
# 2 EPYFhRE )N T X — & X
n Cmax (ng/mL) AUCp-oo (ng + hr/mL)
EXIN 115 38768 (23880-58835) 56569 (37531-82620)
0~1 FEA 4 25848 (23880-28319) 47941 (43040-53535)
1~2 AR 8 27587 (24793-37604) 44472 (41398-52018)
2~6 iR A 19 33804 (26787-42224) 46784 (37531-61870)
6~16 %A 84 41127 (27216-58835) 60478 (41801-82620)

X1l (BoME-FRoRME), RHEREEYBIARMENTY 7~ NONMEM ®12 365 <

HEMFNRE/N T A —F 2N DT HEEMR

(6))

F—%)
—— HE (Cer<30)
(ng/mL) —¥— PR (30=Ccr<50)
100000 - —O— #B&E  (50=Ccr=80)
—-@— % (Cer>80)
10000 3 (mean)
M 1000 |
h
b3 100 4
i3
10 4
1 T : - :
0 12 24 36 48 (hr)
LS|

B4 HEHRSREOMETRE (BREEE)
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SET7 O SRmEERNY T - NAT I (4)

x4 EYFENT A -5

(5)

Cer Cmax AUCp-o0 CL
(nL./min) i (ng/mL) (ng + hr/mL) (mL./min)
Cer<<30 ] 132002910 13700041100 21. 1+4. 68

30=Ccr<<50 6 13700 £3780 10800031200 26. 8£5.35
50=Ccr=80 5 12500£3590 339007880 T77.9£21.4
Cer>80 6 12800 £2860 260003180 108+9. 90
GHIE % © LC/MS/MS) (mean=+S. D.)
(4) MikBEHES

MEENTEE 6 Bl 2ng/kg CREAMNHER) Z BB FHEL 2
EEOMmBEPIREZK 5 ITRT . A 2 KRN S 4 K
T TMRENTS 2 2 &k > T REZK 1/4 TR
LD, GtEANZEZT—%)

(ng/mL)
100000 -0 BHBIKEITAE
- 5B MGENTE
(mean)
it
o 10000
I
4
1000 4
0 12 21 36 8 ()
e
X5 BEFGROIMBEFHEE (MWEHTEE)
SEnE

fREEEEE (65 Ll 1) 20 1, RIS 6 #11C 4ng/ke
URFBHHE) ZHEERTMEEFEL & X ORYBHRE/NT A —F
HFES5ITRT, mlRE O AUCITIEREE DR 1.3 R ThH o7,
Cmax IFZELIL TV, FEACZLETF—%)

x5 EYEFEINT XA—F

M

P450 (CYP) B43ETd 5 CYPIA2, 2A6, 2C9, 2C19, 2D6, 2E1
U3 U CRHEEM 2RSS, CYPIA2, 246, 2C9, 2D6 K
V3N ITHR L CTHREERZRI RN, T2, RTIIEIF
P-HEERA OREE TIIR<, P-HEAICK2EYHREDHEL /A&
WZ EATRI N Y,

(ER PR #E]

BRAZEIRE UK

BN AR

RZIE)L 300mg, 600mg % Hi[al ML L =& E0F)MITD
WT, 7o REMBICZHEER FTHKL 2. 296 flicBir
B4 7V Y RFEMAE (FE TERNLET S ETOR
) ohmREz£6ICRT. XSIEINOKZHBRHIZT S SR
BEOA 7N I oFRRNME2AEZECERIERLZY. (WTh

% p<0. 05)
£ 6 ENE LB TOA > 7V T > it
F G B ERR n thgefii (hr) | 95% (EHEIX AT
"SI 300mg RN 99 59.1 50.9, 72.4
600mg FRN 97 59. 9 54.4, 68.1
PAZA AN FRN 100 81.8 68.0, 1015
(2) EIREEESE I4BEER

RFIE)L 300mg, 600mg Z HESFEEFHEL & EDEDMEICD
WT, FEIFIEIL (Timg | H2[E, 5 HR) Ztidicss
UZzo 1091 61 (HA 742 $l, &5 244 B, 8&E 105 F1) 1<HB0F
B4 TNV FRFEHROhREE X 7TI1ITRT 10,

27 ERLFRE RSB TOA > 7V I > R IR

Cmax (ng/mL)

AUCo-120 (ng + hr/mL)

a3 iR t3id n Ll (hr) 95% (S HEX [
o 300mg R 364 78.0 68.4, 88.6
X7
600mg FRAN 362 81.0 72.7, 91.5
FEIVF I )L Tong 3] 365 81.8 73.2, 91.1
3) BRENBEHR (RERS)

(2) RS2 \IEICEZ DRGE L 2 b SiEE ARSI,

(3)

(2)

falite=s 20 22648 £4824 61334£8793
JEmnE 6 20490 £3908 462004460
(I © LC/MS/MS) (mean=S. D.)
P2kl

(1) f@RE A\ B 6 #1112 100mg, 200mg, 400mg, 800mg (FRFESLAH
B) ZHEIESE L&, ERGESWIR (T EE 5 R S O
SEUNR) P OEYBE RS ROEIMCEVWEALZ, |k
SOEP IR M AE I L, AUC & LT 3~9% 08179 %
TENMERINZ, FTz, 400 mg $E5EF O WHEE D IR K O S e
SPWE T ORI R EIEE & L TENTNTEY 930 KT 1210ng
/L THo7= 2,

1~100 g/
nL OEHEHFICHBNTO0.3~1.8% THo/= 9,

(%)

T MZ[MC]-RT 2 )L 24ng/keg & HEIFIRNIEE G L7z & &,
T RT O P B RERE I RG b 7 RICREREERL 2,
E7z, EHEMLTH MR CREICBNTD RS0 ATER
51, EPHMIEES THIBEETIIL D EmVNDHNED 5Nz,
TRTOMBETHBIEERER, %5 48 K% £ TICERIBAAR
WERD, M OEBRME R OFREHIIEN Z LRI Nz,
—%, MANOBTEIIED TRWZ EREI LD,
3 - HEtt

TREERL A FB 1% 6 B 400mg Z Hi[a] S HE U7z & & O e KT
R REmImHENT, REMEROADPBRH I N Y,

i BER N B PE# 6 %6112 100mg, 200mg, 400mg, 800mg (KERSFH
) % HE SR L2 & E O 5HAT A48 K £ TORFHE
A CEEME) 13 86.3~95.4%, 6 HRIKERSGLEEZ0HK
BG5BT B RPRER (FHEE) 12 77.2~92.6% TH >
=9,

(1

3) In vitro iBRITHBNT, XIIENVFEERE MFF Ry o—L4

NATUZZ KT BRI, 1SHIEReSREEE G, H50IER
EAHIFIRAS) 268 T28FE2HREL, XTI E)L 300mg
Xi3 600mg 2 L H 1\ [~5 A5 Uz, 600ng B (19 1) T
DA > 7T PR O d g filid 42. 3 R (90% 5K
f:30.0, 82.7) THH, NTURIVHFEAET DEZITKHT
LRBRMRENT, 7B, 300mg B (18 ) TIZ 114. 4 KR
(90% {ZHEIXM : 40.2, 235.3) ThHolz. £z, NTURIHA
FEATHIEFICRNIIENEKERGTDHZET, 1270
I 25 BT O R %R s Nz,

BGRRI G HMB OA > 7N T FREHM O h i 2 2 8
2R 1

8 LR G HRMB O > 7 )V T R R
N VRV HFERT ZEH)

w BHE =37 300mg B =18 600mg B =19
|, [T sos | Tl sox | o] 0%

] () | EEXRE (hr) | EERE (hr) | EEXRE
LH| 10 | 92.0 [14.6,253.3| 7| 132.0 {23.2, inf*!| 3 | 14.6 | 13.2,68.6
QENF; 7% 64,1 |41 5, 11120 11| 111.2 40.2,123.1[16| 42.7 |30.0,103.3
X1 R

X202 FR 236, 3 ERT 26, A ER LG, 5 ER G

2.

INREE KR E LZEREINERR

INESE RS EL, XTI 10ng/keg (KE 60kg BL LI
600mg) Z 1 H 1[E 1~2 A% 5 Uz, 1156] (45 A~15
) BT BA TN REE MO P 27, 9 FER
(95% ZHEXE 21,7, 31.7) Thor.

AN OTFRFEMBICOWT, FEHplofREezE9 I,
Fe 5 MR ORIREE % 10 1TRT 2,
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£ FE@BIOA > T IVT PFREME CNES)

i n FRfi (hr) 95% R IX
0~2 ARG 12 31.0 20.8, 50.9
2~6 A 20 26.4 17.8, 68.9
6~ 12 Bl 16 25. 6 20.8, 31.7
12~ 16 FEAM 37 29.1 20.9, 36.3

10 BRI O > 7))V T FRFELE ONE%)

B 500 n kfi (hr) 95 % fEHHIX [

1H 105 25.3 21.2, 30.6

2 HIH 10 47.8 29.4, 91.3

(FEHEE]

1. AYVINIHTILINAD/ A5y —FICKT 2EEER
ERABIKROBRIA D TINIHFIAINAD ) A FI2F—F
WX UTHHEFEEZRL, TD50%HEEETARTO. 54~
I1nmol/L, BZ%IT 6.8~17nmol/L TH-7= 12,

2. AVIINIUYIALIIRBERET D RCHT ZEEDHR
ENARKRUOBEIA D IINI T TAIN AP T ABIEET
INZHBNT, XTI EIOHEFEIRNEEICXK D HRIEKFERIC
EEROBMMERD 5N, F050%ERNEIT AR TO. 4~1. 5ng
/kg, BEITO0.1~1.0mg/kg TH-o 7= 12,

3. FRER
ENABKRUOBRIA > TIINIT T IAINAD /A FTIZS—F
ZRROICHET S, 1IN OTFIAINAD /A F53IZ
F =3 7IIVBYIEEEEE L, BESRIRDO > 7 IVEE 2 Yk
95H5IET, FRYAIVZAPEEMIED RN S lEHETE 5 K
S, RTIIENF /A FIZF—FEBEETDH LI
Fo TRHEBMILDOREN S THRYAINANEET D ATy T&
HHIL, TAIZBHOMBANIEET 5 2 L 2B E, FERMIT
A )V 2 HEREIEIE A 2R T 12,

4. %

[ N EE I AHR SR S QUSR5 4 & U 7= N SR TLAH BRI B W
T, ARG T, AFNTHT RSN 3 FEURET LA
KRS A BLO AADEBNCRD BNz PV, 7o, EFEEILFESTIH
BT, IS QRREZER K & [R U i C AR R O ez 1k
EORTHRICER L ZBE CHREDRN/HERINTNS 10, £
7z, in vitro THED 1V X 3 BERBRICB WT, 3R & DXt
RSO HBIDNHE SN TS D, ARFNTHRA Offit Mk
WG I N TN .10,

(BR7 CEY 2 EB{EFRIFR]
—RREIES T XT3 BRI (JAN)

Peramivir Hydrate

{224 - (18, 28, 3R, 4R) -3-[ (18) -1- (Acetylamino) -2-ethylbutyl] -
4-guanidino-2-hydroxycyclopentanecarboxylic acid
trihvdrate

5373 1 CisllasNaOs - 31120

TR 382.45

e ”NYN”Z

HN._ ~CO.H
H

CH;
PR BE~HEBHADOHEKRTH 2,
KIZRRETIZLK L, AF =)V XZTH /=)L (99.5) I
WFIZK <, NN-PAFIHFILAT 2 RITHD THEFICL
(2
Al 1 242, 0~243.5°C (43fiR)
Sl fREL - log P=-1. 16 (P=0. 069)

[I-F2 % ) —)V/K]

RAC 13 5)

SET O RBEER/NY T - NAT I (5)

(AGRSRMF)
1 FEOREUER AN ERET H20IC,
T Y) e PSR RAR A AT T &,
2. A XTI HFTA I RAOAFKIHT BMIELICBIT 2 EN
ORAHER - IOV I, BaRE, B RICRET 5 2 &,

[B&]
ST Y EEEREN Y 27 300mg : 60mLX 1 48,
60mL X 10 4%
SYET U Y SEEHERNA 7 )L 150mg : 15mLX 10 ¥R

(E 23]

EHEEEZEEX

ks k& =)
(BB E ST B 2 3 EhRE) (200902650)
(TERERR T BT 2 3y EhEE)  (200902651)
UNREZW G & UZENEITHEER) (201001514)
(REEE Y BhREARAT)  (200902652)
(Gl #1281 2 KB EE)  (200902653)
EBRHEICET 25 (200902654
(Z v MZBT 551 (200902655)
CEMBRE RIS HEAEM)  (200902656)
(EIPN5E D AHELSR)  (200902657)
(Bl B 3E [ 55 AR (200902658)
(EINES RS (200902659]
#h 7124 T 555 (200902660)
al. :Antiviral Res., 2007, 74, 159 (200902920)
et al. :Antiviral Res., 2003, 59, 13 (200902921)

(3TkEER 5E)
FEEHICRBO AN EEIC D E T L TH FRIC TR E3 0,

D tN&ER
2) tENER
3) fLNER
1) thNEE
5) tHNER
6) tHNER
7 tHNER
8) tHNER}
9) tHNER
10) thNE R
1) #hNE R
12) tt&ER
13) Baz, M. et
14) Baum, E. 7.

BBt ERERE 5 —
T541-0045 KB RIXEBHT 3 TH 1% 8 &
a6 0120-956-734

FAX 06-6202-1541

http://www. shionogi. co. jp/med/

R
B1oCRrysT

PHARMACEUTICALS.INC.

SHERTTTT

BHRARERASTHT

T 541-0045 AP RXEER 3 TR 1 &8 &

®  BHEER
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SET7 Y SRmEERNY T - NAT I (6)

(6)
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#*#20174F 8 HesET (55 104%)
#2016 8 ASET

11

BRI S |
T 87625 |
FEFRRAIR |k 1 2R O A IR B 2 & =[ 22200AMX00925
PICERT 52 &, 1¥ i R 2010££10H
(RS SR
FR 7 B3 18 20105107
%) 88 38 M 2013512H
G . [ 4 201069 H
REEERR/ 4 S = =9 —EEEH g)$%ﬂ@5|§|@-@ﬁg§btj§%(;\
e BB EhERA(HER
A & LD DHEH).
i
1 TEI mA#x#20mg
| INAVIR® DRY POWDER INHALER
T L po p sl i
- EMSONSEC U ERT A
[ as & ] * 2 CFRRICAVDIBS

1 AROBRICH Tz - Tid, AHOLEN S I
T AT & ([RHHE - 2RI BhET AR _EOEE ] DIESHE).

2. AT NI VABBEEDOFROREREIT 75
ICEBFHTHY., FRAOFHERIEZTZIFIILS
FHICBERDA2HOTIE RV,

(2] CROBEICIFBELENT &)

ERIOR N LBEEDBERED % 5 B

(8 ™= 13N
1.4 M
1 BRPICROBTEER

fR 7t # BRI @

: S=FICNF Y VBT ATV R
&ié;‘;ﬁu 20.76mg

(S=FIEALAIZZBIRATIL
200E &L T20mg)

) & LTI EREE D,
2 BEIOMR
BRPOABMIBEOHETH S,

& #E B Rl
ABISUIBRIA ¥ 7 VT T4 L ABRIEDER K U E DT

(ZhHE - RRICHET B ERLOER

1. EABCHAVWSEEE. YA LAEOBRESETOARIYIE
BEIA Y7 NIV H AL ABEBREOEEICHETEZ L
ZrEBEER, AFOBREONEEEHEICHENTAZ &,

2 . FMICHWAEEE, FHELT, A Y I NI HIA LA
RERFIE L TLWABEORBRENIRAEEETH S
TioEEZNHET 5,

(1)EEE (65mLLL)

(2 ) 1B HEREG s S B DR R R
(3)REEERBH (ERRS)

(4)BHERERE

3 . AFIICEA 7 VI H A L ABYEIC IR S 20,

4 AFNTHERME YRS L ([EE 2 ERNERE]DIF
BHE).

(A &
1 BEICBVWRES
A F=F3IELF ¥ VBT ATV ELTI0mg% BN
MAFRET % .

R =

AR I0BRMOBE, o IELA I UBIATILE
LT20mg#xBEIRARET 5.
10 EDBE,. S=F3IVLFIZFUBIATILE
LT40mg#* BEIRAZRET 5,
®BEHE

A Z=FIENFZF VBRIATIVE L T40mgz BE
MAREY 5, %7, 20mg® 1 B 1@, 2 BEBA
BETHZELHTES,

DR I0OBRMOBE, S=FIELF I Y UBIATILE
LT20mg%x BEIRAKRET 2.
10BLL EDIBE, S=FIENA I Y VBT AT E
L T40mgx BEMAKRS T . £/, 20mgz 1 H
1E. 2 HEBEARS T2 L6 TES,

{Fi% - ARICEHET 2 ER L0
1 ARICEWAEEE. EREHRE. FTRERRDES»ICRES
PIAT 22 &HHEFE L, [HERFEIRS 5 48R M 2 B 1
BEZHMBLA-BECBI2AM 22BN IAF—%13
/BonTuin, ]
2 . FRICAWAEAIR, ROEZFBELTERT A L.
(1)1 »ZVI 1) ABGAERE CfHEME 2 HBIRI
BEEREAT S, [EAD 5 48R 2ER% IS 2 A
LizBAcB 288 2BHTA27F—7i386NT
Wz, ]
(2)EFORAMRED? S 108 LED A » 7Ly F 91 LA
RRYYEIC AT A TR RIFFEE S ATV,

% 3 AFIX, 1 BRIV FIELFIY VBRI ATLE
LT20mgZ=&AF L, FHlH 2 M AHENTWAD T,
WEOEBYVRABRSTAZ E(ERLOERIOESRE),

TEE il

1) BE#RS0HE

2 B (B 4 &)

AR U102 E 2 B8

DNE (e 22 ERESORE
(1[E&7-0 2 @)
SN lggﬁ
oo e | LB | 182w
B £ o &

1 EERS ((ROBEICIERCI/RS TR L)
FLALFICH U TREREO BB O H 5 B ([EE AR
ER|0mESHE)
2 BEEREFANIE
(1 REMRERABTH2b00, AFlzE&4HA 7L
VAT A L ZTEIE IR R I B R ITHE ORI 2 IR
L-FlBEshTWV5. MR RBREFIZTOVLTII,
BERTHC X 2ERSEOAF—OBRENILT 27200
TR RIEE LT, FANC X 2BENHR S W%,
1 BEAHORBEOBEFNSHAHZ &, 2)HEILBOLT
FRZTHBEE, P Es 2 M. BB IR -
FREEF—AZOAVEIBEMTAIEICOVWTERE -
FEICH LHEZITHIZ E BB, 4 7L FRE
EHiLL-TH, AFOERPB S DN A LOHENHS
DT, LRERABOHBAZITHZ &,
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dk(2)A T NI 4 L ARRYWEIC & D R R A T
THIENHD ., REFGHICTE SRS IERREED
EBEFsASNEASRESh TV S, KEXWERUEHE
PR B E OB REER O BETIE. BEOWE
PHoCBELZFORET AL,

(3)EE., ERERERRZSUREAHEERER, 8
EHEERE, B LER) 2ETHRE. hALIEAREKR
TR BEETIIARAOERRERSDZ V., Zhoo
BEABETIESICE,. BEOREEZHFICEHELL
BoRE5THI &,

(4 )V SHBREENA ¥ 7 LT A L ABEEIC&H LY,

A7V RIEREIRR SN A2 LD H B, HIEBHE
OB, REAERE TR ZARZITOICE
([hHE - ZORICHET AEH EOERIOHESR).
(5)EFBESRICEMmPY gy VEREH Sbhi ED®|E
BhDH, COEMPY 3y ZERIA VIV YHFIA

W ATBYME IS H#E. FKFo2EREOEEICA,

AEEBIMALEC ENIRELLBZIED - EHHER
Lo ERURAIC XA RESH S, BEICIZ
EHRHFHBEHICEREI N TVLARAEZ TTICEBESH,

DAL (F| 2 LR E) THAT 2 K 51E8T 5

k. T COLIBIERDSHSbNBEICIE, BE
A% & B BEHICHEOE EHIT, MEETOIRE
MW MERITS T L. :
(6)AAFN. Fei & LTHEI 2SO = ER LT
B0, AMRIICH L CREREOREED H HBEICES
LERBICTF 71 9F o —DHobhi-EOMESFH 5
OT, BECEBELTEHcERTAZ &,
3 . EI¥ER
ER - 5 (8. BE. &) ORKERBECBLT, BER
L5718 1590 (10.1%) ([CRI{ER (R EERE T &)
HEDSNI, TREMERIZ. RAT(4.7%). BD(0.8%).
ALT(GPT) EH(0.8%). BB#%(0.7%)%THo7.
(&AL
BUERRFE % SRR ERICBVT, SREEAN 02/IFR 1447 (13.7%)
ICEIVER (R ER 2 &) SR 6Nz E2EIER
13, THI(2.9%) % ThHolz.  [BUEIRFEH IR RRE T H)
(RN (R AR : 2010481 1B ~20114F 4 A)lcBuw
T BREAI3, 542515500 (1.4%) i BIVEFS (BR R AR R
&) AREOON. ERRIERIE. TH(0.31%). HFL
(0.11%). B2 (0.08%). ®FZ(0.08%). FH#(0.08%)
ETHT, ({5 B A AR AR T )
*BFY :
BN OBEFRREICHE T, BREF2,2240FR7161(3.2%) 12

BER (RFRREHEREZST) RNz ELREIfERIR.

THI(0.5%), BEH(0.4%)FTH -7z,
(I - FHEGB IR
(1) EXFEIER GEERE)
1Yoawvd, PFI45Fy=—: vavd, 7F+F745%
—BHHhNAZESHAHDT, BEETTFIITV. F
TR RE, EREE. MEET. AEEH. BTSE0RY
FRHENIBEICILET 2 ARB 21T &,
sk 2 ) ETRE. FRE : SEZER. TREES DS S
bhazeHbr07T, BEZTICTL, BEHFE
B ENIBEIILET 2 AEETO> &,
(2 )EBXGEER )
DA v 7 VI A L AKEAR) T TOEKE
FAfEEAHE SN TWAD T, BEEZHTIITVL, BES
B onEEIIHT 2B ETS> L.
B2 B AL EARAE (R BE (Stevens-JohnsonfE(&ES) . hEM

FREZISTEARSE (Toxic Epidermal Necrolysis : TEN) .,

ZRAIHE
(3 )FDDEIER
TEROBEA S S hNBZ EAEHHDT, BEFED
HEnf-BEICIE, BEICE UETAREEITS L.

0.1%LiE 0.1%M |SBEARE®
BHE  ERE FE L3,
O
Eikds | TR BEE#%. 52 R R i
B, IER, R, | EAKRGE,
ORI PR
HER (HF V. TEE
m #  |\AmaREeEm
F B |ALT(GPT) b R. |FFiER%
AST(GOT) £#&-
v-GTPER
IBFRES RER
Z Dt CRPLA.
R T R iR
i) BRGSICBVLTEOANTVWSRITERD - D5 ERH.
4 ERENDRS

—RBICERETCREEBENETLTLWSOT, BED
REZ BB L S/ET S & (ERERA DR,
[EELEANER]. [EMIEIOESE).

5 .15, ER. BALRE~0RS

(1)ERIEER L TWAAREEOH A2 AICIE. BFLED
HittEr et e L0l 2 SRS NS BEICOA ST
BT, IEFORSICHTAREEEIWILL T,
F7-, SRR (S v b ehEBERESEE ST TR, |

(2B ET2BaIC3BAEsRTIESEHIE, (B
FEER(S v b)) THTHRIBT T EMFRESNT V5, ]

6 NREANDERS

(1R L Tix, RF2WEICEARS TE S Ll
NiEEFICORRETEH L.

(2)RABRET H|EICIE, BEORELX+FICBEL L
o5 T 5 & ([ERERILEN),

(3)EHEFER, R T sZeMIdmETL LT
Wiz ([EHAEEEA 0),

7 BRELoEE

(1)AFAIZOERA~ORARSICOMERAT A &,

( 2)BEVIFHEE TR OERFREE2E L, ZOBMHIC
LAFEVAPL—varybEOTERAZEZRET S
=8,

E 9 @& #E
1.} ¥
(1 )ERREEREA
1 ) e e aE

BT ABE16FIc AR (Z =Nt 75
BT ATLELT20mg Xid40mg) ZBEIR AR S L&D
AR S = 3 EILo MBS B O R B
NI A—FEYTFTOEBDTHo ),

EERARSEOFERENS = S EILOITTRERER (A

(ng/mL)
——  40mg (8#))
40 —o—  20mg (811
il SR = B
3
i
i
0 o __ o' I : ; : =
0 12 24 48 72 96 120 144
) (hr)
BERARSEOEHEYS = S EILOEMENE/ S X -5 (RA)
Cmax Tmax? AUCo1z tisa
) s (ng/mL) (hr) (ng-hr/mL) |  (hr)
20mg| 8 [19.0+3.1/4.0(3.0~6.0) [558.0£96.4] 66.6+9.1
40mg| 8 [38.3+£9.8/4.0(3.0~6.0)| 1080156 |74.4+19.3
a) PR ()Ml ~ Bk (E) i fE AR E

2 ) Im4E, FHERESE. BRR< o7y —UHilE
ERIBLTRERABESMCERF(S=FI Lt oy
YBITATILELT40mg) 2 BEIMARES Lz & & OEER
Bs = I Lo, MR Rk a7y -
TR R OSSR E S S A — ¥ OHEEE IR D T o &
BOTH-722,

26



BORARSEOFEAEMS - ELomE. MiRsERT
fifa< 707 7 — I RERE (A)

—e— 4
(ng/mL) —a— kb
1

fifR~<2o7r—3%

i e )
10¢ 1 *
%J 108
i 10° —
K 10t

T5 8 (hr)
BRERSE S M2 L, 025850, 2 B, 3.5WF 0 mEfErhil g
13356)
) 4R EEAEIZ0.25R M T 1§, 168RFMI%T 2 i, 240W5 %
T4 FHERFREBTH o2,

BERARSEOEHASNS = S EINOEMEE/ (S X —9 OfEE (HA)
oK Cmax |Tmax| AUCuas tiz
(ng/mL)| (hr) |(ng-hr/mL) | (hr)
k3 25.45 3.5 826 45.7

i RRSHE 3.51x10%| 4.0 | 88.1x10% | 358.5

v 77— 143x103| 8.0 |11.2x108| 211.0

(2)v8
EAHICBWT, 4 ~12BONROA TNV I ILA
BRFEEEIORIISZFIELA Y VBIATFLELT
20mgXi340mg% BEIH AR S Ui & 2 OEEREY 7 =
FIENVOMmMBERREGLTOEBD THho7.

SERASEOEEAENS = = £ L0 MAHRE (U5
"5 | ®5 | ®5 | ©5

B P ) penns | 4 e | 24mimn |144mes
20mg | 8 |12.0£8.1|17.6+10.0| 53%+2.7 | 0.5£0.8
40mg | 11 |21.7£7.7|32.7+£10.0] 9.6+3.0 | 2.0%1.1

{7 ng/mL P R R E

(3 ) BttaeEERSE
ERICBVWTZL7F=r 7075 v A(Cen) i X DHE
SN BFBEETEIFICS=FIELT I VBT ATIL
ELT20mgEBEGAHZS LizE 5, HEREs =7
IENDOLLICELIRED T, AUCknd. BHEERE S
M@ LT, BEE(Cer: 50~80mL/min). FHEEE (Cer: 30~
50mL/min) & (8 B (Ccr : 30mL/minzkii) OB EET
FTENFNLIE. 2.0(5. 498 TH o723,

(4) =S
ERIcB L TRELZERE 65U E)6Hlics=F 3L

A7 UBIAFILELTA0mgEBEEMRARSLEZEZ A,

FEMERE (20~45%) L LT, EmEREDI=F I L
D Tmaxk Fti2licZ{bI3@EH T, Cmax»10.56%. AUCo.n
DO8ETH - 20
2 BOHEE(EENE)
b rMEAEARIT, o7 IELA Y BT AT LK
MTII67~70%, HEERBME I =F I ENLTIR04%BTT
5'37‘:0
3.9 1
2E (I EER)
Sw MIMC-F=FICNLF & BT AT LK & B[O
ERERELZECA. BHBEIELIFENERTH2RE M
ICEMBEEIZEE Y S, AU RE AL 2 TE R R 23,21k T
WU FATREIZPRERER (B - HH) IciztALREYoh
oz,
4. B
S=FIVNA Y YBIATFAKOME. BARSE, 88
BURICBLTIVKSBRIC L DEERBM T = I ¥ LICER
ShatfiEfilzans.
SZFIUNF I VBIATVKNBRTS=F I LI,
v rFIZav—LzRwkin vitroREBTEELF 7
O —AP4505FH(1A2, 2C9, 2C19, 2D6RUF3A4) iU
THEEE RS aM o7, T, b MERFMRICT, 5= 3
NG 77 VBIATVAINMRES=FIENICLET Y
O —AP4509FHE(1A2. 3A4) OFRIIRL eI -,

M8 24 48 72 168 240

5B ftt

B BLWTERFERABEIFAICER(Z=FIENATF
BMIAFNELT40mg) #BEIMARS L L, BB
S=F IELOKRE144R % TORBRPHRRIIR SR
D23.1%TH->7=

B &K & i@l

1 EREUERAER
( L)REA

BAROWEN (G, BE, &) TEBShiT Ly IEL
VU EMERWEREE L SIAERELRRRICBIA A V7L
IVHBREM(ETOSA Y7Ly RS2 LIXIE
MR icCREB L, Fh o215 LR 5 ToORM)
ot g AEMEELTICORT.. BEARESIN21,003F0%EH
E - MR oRRIE, AAR787H. AE188F. WE214),

@% 7M?§‘Dtn

FERMEETH DA > 7 NI FREHEERE (hRE) Iz, 5
ZF IELFZ Y VBT AT LA0mgRE T73.085R, I
THHA LY IENTSmglTT6MEET L, Z2D95%
BIEXM O LR (6.0RM) IEHE LB EIBRETHS18
EME2T@EO. 1H2MS BEREZOBRSOA LY 3
EA) CBEICHT AREMARSD I = F IEAE T
B 25 VK oELEsEEShz .,

o VTR (A
TR EN B
- LY IEN
AU UBIATV 4
58 K ) ERIE
40mg?! 75mgP”
R 5 AR EERZO
#BE55E BmEEA (18 2m@)
HERE I () 334 336
R (hr) 73.0 73.6
[95% 1R ] [68.4~80.8] [68.5~83.3]
R zEe! (hr) -0.6 _
[95%fE#HEC ] [-9.9~6.9]

A)F=FIENF I UBIATLELT
bt I¥NLELT
c)FELHEIRAE 185

(2 )R
1) 3~ 9icBi 50

ERIZBWT 3 ~ 9@o/hREFRE LS ARRRRR

. RANROBRRBEEFR—0RE - BR(Z=F+ 310

FoF I AT NELT20mgE BEIFARS) T, HEHE

AT ICIVLEBIE (LY IENELT 2 mg/kg/E%E

1 B 20[E 5 HEBO®RS) & LTERKLE. EEFHEE

TdHAHA 7 IVI YRR (R FRMERD 2 ERP

(L] AL [HEEE | IcdB L., 2 FRA374CEHTER-T,
FNEAT21.5M L ERSiT 22 TORM) L, T3
F 5 BT ATN20mgETo0.4H. HRETHEA LI
7 3IEN 2mg/kgBTRT.AMMTH o5

AW YREEE VR 3~ 9i%)

S=+IENL P
_ FELFIEL
FUHBIAT I i
e AF14 ) R
20mg? 2 mg/kg"
. 5 HMREZED
#E5HE B[R A (18 2@)
HEERF) 61 62
el (hr) 56.4 87.3
[95%BHRRK 1] [43.7~69.2] [67.9~129.7]
FRs i (hr) —-31.0 _
[95%E#EM] | [—50.3~—5.5]

a)F=FICNFIYCBIATLELT
b)AEALFIELELT

2110~ 1981285 5 EER
ERIcBLTIO~198DERRELREL, S=F 3L
A7 H VBT ATIVE LT 20mgXiZ40mg D AR AR S
L A_HEREEHBE®EEL:, TEFMEETHS
ATV BREREM (2 TOA I LI RS2 ]
SIETIRME B L, FR o2 5RME FRsT a2 T
OEMIZ. S2FIELF I B AT A20mgHT
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87 105, 40mgEET76.0BM (W IFh b PRE)TH 7.

HRfED 2 [95%EHR ] 12 — 11,18/ [—32.9~13.0] T S=—F3PL

HH, HHREZEIEDSNEZVLHOO, 40mgaHI20mgRis F7YUBIATIL -

HBELTA > 7 VI P RRERAED - 7o BEH KE 77eR

(3 ENFREREEERRSICE T 5 BE 20mg? 2 B

ERICEWTBERREERBR2ERERICET S/ 70T BRER (W) 487 478
YA N AEYSERE (20~77R) 2RRICAELY IEL SRR E L () 19 31
VUEEANIEIES L-—EERREREER L 2. FEREH) S (%) 3.9 16.9
BHEOEBEFMEE TH A1 > 7 LI RHERE (2 TO PiED 20,0001
A2 7 NI FERHT 2 LRGBS Ly s TR SRR o
21.5RFBILL LAE T 2 E TORRE) oFRRfEIR. T2 IER [95% [EERRE ] [62.7~85.8]

7 H VBT AT LAOmgH TO4.TRE. ALy I
75mgHTSO.TRMTH D, FAROHEBTEEL:ZS),

ESEREN A > ZIL T VU o JL ABGSMEDRAEES (108 /)

a)F=ZFIENFTF L BIATLELT
b) 75 REEE WM & L/-Fisher?® IEREHRTE

2( ﬁiﬁ%@ﬁﬁ iy 100X (1 =5 =F 3 N 7 ¥ VBT A5 LEQBEHE

% 1) BEWARSED A > 7 UL s 4 L AR O S /77 e RBORENS)
HIAR % (2) IR (10885E58)

ERICBLTABIIBRE A » 7 VT 7 A L A REYE

BEORABREXZHARIEEE (10RHML) ZHRELT,

SZFIELA Y UBMIATL4A0mgEBEMARS L
FrEDA Y TILI WA AR O RAEINH R R
(10BMH) ##®H L. £/, 0mgZBHEMARS &
20mg#* 1 H 1 B 2 HEMARE L7 & = OFENHIZIR
E‘H:ﬁbflo

FEMMELE THAHENA > 7 VI 74 N ATREE
DAL EIT. 72T IENLF T Y VBT 2T L40mgHi[E

BEWT45%(12/267), 20mg 2 EHRSH#ET4.5%(12/269),

TS RPT121%(32/265)THD, F=FIENMF T I
BT A7 LA0mgH ST 7 T AR & il U TR
ICERICEA - 72 (P=0.0015), F£/. TS ERBINT S
) R 7SR [95%EHERM] &, 4A0mgHERSH#HT
62.8%(29.3~80.4), 20mg 2 [E#%58T63.1%(29.8~80.5)
THD, METEBEETH-2.

AN AR ERIBIORRE A > T VI T A L ARG
EORESER. S=FI¥NLF 75 VBT AT L40mg

ERICBWTARRIEBRIA ¥ 7 VT 7 1 L ABYYE R
FEORBRERENIIHEABE (2 ~ 9B 2HHRELT, 5=
FIENF 7Y VBIATL20mgEBEEIRARS Lz &
DA T NI AN AREEEOREMFIZRE (108/M) %
WAt L.
FENMEETHAHEHRNA > 7 LI 7 A L ABRLED
REHAIE, T2FIELFTYLBIATL20mg B EIR SR
710.5%(18/171). 7S RBET19.4%(33/170)TH 1,
75 AR il L TREHICERICED 5 72 (P=0.0232).
Fio. TIERBICHT S A7 HDE[9S%EBHEERM]
i3, 45.8%(7.5~68.2) THo7z.

YA VAR BERIBIOERI A > 7 VI W A L A BRYE
OFEHEIE. F=FIELT Y ¥ BT AT IL20mgHE
BEEROTS KRBT, AB(HIN2) TIEFhF110.9%
(18/165) & ©719.6%(33/168). BEI T I+ h #10.0%
(0/2) RUMEBRRHER L TH o129,

BREREY M > ZIL I ' o« )L ARBEORIEES (108/K)

BB SR, 20mg 2 MREH, RUTIERBT, AR F=FIEN
(H3N2) Tk %1 214.5%(12/265), 4.7%(12/258). mem |7 YVBIATL Zse
B 1812.4%(32/258), BEIT It % 12 10.0%(0/2). KA
0.0%(0/3), BRU0.0%(0/2)TdH-7=7. o 20mlg;’1¥@ )
BEEREYT > ZIL T B o )L A BEMEORESS (1 0BER) %ﬁﬁfﬁgﬂw 18 33
F=FiEl EEIE (%) 10.5 19.4
Eidonicd FI ¥ CBIAFLKNY |FIER PE® 0.0232
40mg® 8 [E | 20mg® 2 BHH AR A 7 bR (%) 45.8
HERAN () 267 269 265 [95%/E X ] [7.5~68.2]
FEERBRE S () 12 12 32 A)5=FICAAZ I BIAFLELT
SEAEAIE (%) 4.5 4.5 12.1 b) 75 £ HEEATHIB & L7 Fisherd IERERTE
PfE" 0.0015 = —~ c)100x (1 —5=F3ICNF 7 ¥ BT AT LEORESS
HA Y A 7 BA R (%) 62.8 63.1 _ /TS B &)
[95%/E4ER ] | [29.3~80.4] | [29.8~80.5]

A= FIENA T VBT ATLELT
b) 75 REEZGIE L L/-Fisher® [EREHRTE
100X (1 =5 =+ IVAF 7 ¥ VBT AT VEORELE
/77 REOREDE) "
e %R .

2) 2 BEBABRERED A > 7 LI Y71 )b ZRYAE D FhE 1 .In vitro 194 L A4ER
HplRh R ) F=F3IEMEIn VitroTCOARRUBEIA Y 7 LI HTA LAD
ERICBL TABXZBRA & 7 VI X377 L RIBRAE 15325 —CE EME (EMEKICs : 2.32~38.8nM. B
BEOFBRBEXHFALRS (10RE) 2HRELT, SBEHICs0 1 1.29~26.50M) THELI0, Fh, F=F3IE A,
F=FIEALAZ S VBT ATA20mgE 1 B 1[E 2 HfH FELHIE ) BB (ICs0 : 5.62~48.9nM) %, #i%l ¢
MASG L7z & EDA 2 TNT Y7 4V ABRIED FEHE ¥ 7 LIV HFABI(HIND) 74 L A (ICso : 0.41nM) R UTEHIE
Ry R (L0 ER) % Fdd L 7ce BBA Y7 NI ¥ FAR(HSNL) % £ L A(ICso: 0.28 ~
ERFHEIEE T H DRI > 7 LT 5 1 L ABRIED 2.1nM) IR LT hin vitroTHI A VAR (/45325 —F
REHEIE, T=FIELE TS VBT AT L20mg 2 E RESEEME) A7 L7 101L12)
BEBT3.9%(19/487), 77 & FBET16.9%(81/478) 2 .In vivo Hi™ A )L AR
THY, TICRFE LB U THEBICARICER > 7 ABA Y7 LIy F A LADTY ABREF VTR, 27
(P<0.0001)e Fizv 7T RBIHT 24 Y A7 HADR VLAY Y BT AT KO MERERIZSIZED, 6.6~
[95% BRXM1IE. 77.0%(62.7~85.8) TH > 7. 660ug/ kg THBEIRYA LANMEOBA, 21~190ug/kgT
VA NAE - BRIBIDMRERAIA > 7 VT 2507 A U ATBRE ARTEFROBINE /R RSB SN, F72, BR
DREREIX, F=FIELA T 5 BT AT L20mg 2 [H AYTNIVHFIAVADT z by PBREFALT, 5273
BERRUT 7 RBET, ABH3IN2) TRELTN3.6% s & VBT AT LKA OB ERERIE S (24ug/kgk O
(16/443) R 1UF17.3%(75/434), BRITIZZNENT.0% 240ug/kg) 3. BEEEHFO YA L ANEE BT S €219,
(3/43)RUF14.0% (6 /43) Tdh>728),

[ =h 3 H]
SZFICNF I UBIATFUKIME IO RSy A THD. M
KOBICE D EERBEM S = F I NICERS R, A LA
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o, B L7V AR (HINID) A VAD 77 ARREF L
KBWT, S=FIEAFZF BT ATANKANM700ug kgD
BEE RS TERBRLR YA LADEORS SR SN,
BREERA 7 LI YFAR(HENL) WA L AD T 7 ARG
EFLICBVLTY, S=FIELF TS BT AT ILKYO
BEERESE., TSug/kegll Lok SBTRE3I KO,
750ug/kgbl LB ST 6 BB E TORMHB T A L A
D S22,

3 {EFkER
SZFIENATY VBT AT ILKIMOEEREN T =+ 3
Eik. ARIRUBEA Y F LML YL LVAD S 4532
& —F % BRI PHE L (ICs0 ¢ 1.29~38.8nM) 10, #HL <
WENT AN AQBISARED, S OBEEZEET LI &ICED,
TN ADBREEIRT 5.

4 .M
ATV NARBRPEIINT 25 3IELF Y
B A7 LKMo RERE L EREERE 8 FHE(EE
HEREEO | BBat) T, 1917f0BErSFE LT 7
LI HEIA LARICBLTEEREMS = F I ENICET S
BEHSET L-REIED s o7,

(B2IRS [CRAT 2B LENHR]
F=FIENF Y VBT AT VLK
{(Laninamivir Octanoate Hydrate)
(2R,3R,45)-3-Acetamido-4-guanidino-2-[ (1R,2R)-2-
hydroxy-1-methoxy-3-(octanoyloxy) propyl]l-3,4-
dihydro-2H-pyran-6-carboxylic acid monohydrate
(2R,3R,45)-3-Acetamido-4-guanidino-2-[ (15,2R) -3~
hydroxy-1-methoxy-2-(octanoyloxy) propyl] -3,4-
dihydro-2H-pyran-6-carboxylic acid monohydrate
C21HasN4Og H20

—#4
L4

ST
R
fiE=

490.55

CHEOHRTH A,
CAFNALFFY FRUERAY ) —LETRd<L, ¥
J =L (99.5)ICEIFICL L, KICEBOHTHITICLL, 7Tt
FZ PYLBROANFTUIZIFEAEB TR,
hEPREETH S,

B $9235°C (9 f8)

SRR log Pow=0.0(pH7.0. #7 % ) —L/KHK)

B 8 W @ F &l
AHAHROZDTLIEREINTVADT, MAGHENIZITLI
AEAMET LS L.

[ a & 1
A FEIBARFA20mg  2FB(2% b)

R B& 48 & £ 0 F Bl
Az, TABIRIIBEIAS > 7Ly H 4 )L ZABEEED BT O
BETERA LRSI OAMRRBASET.

F =2 X #l
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