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1.AKIOERICHEZ>TIE. FROVLEHEEEICRET S
Z & (<HhEE - HRICEET AERALOEE>DIESE).

210U EORBEOEZICENTIE. RRBRIITHATH
250N, ARIDORAEZICESTHERAL. TEEDE
WICES=BIPREENTWNS, ZD=H, ZOEXDE
HIC(Z, BHHE. BEEEMNONSAVRIEE LS
BI5EEBRVTIE. RAIELTHREIDEREZZEZLIEZ S
e

Frm0 NR - RBREECDOWTIE. AB—DEHERILET
B=DDOFIEIEE LT, KEIICKDBENRIBSN
EE. ORBETHORBEOETNSHZ L. QBHEIC
BWTEEZTOHBAE. La<Lb2 AE. REEZE /N
B RBREEDP—ANICHESAVWLSEETHZEICDNT
BE - REICHUSRBAETY 2 L.

BHE. AVTIVIUYRESFICE>TH. REROEKRDIR
NZ2LEDRENHHDT. LERERABKDHRBPEITD Z &
BAVIINI VY IA N ABREEDFHOEKRIZITIFIC
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AHN DRI U BUE DBEERE O & % ¥

(4R - 1K)

i3 Ui % &I 7)IVHh TRV T5
HARG Ty 2 UL S 98. 5 mg
CBHE (FEIFIENELT75mg)
WA : BTN T 7 —bF T RERY, 7
(E?ij:m OZMAO—ZF KU A, ZILT. T
1A71) =71 |
— VEEAT T UILF R UL

AT EIF 2, BRI, BTy, =
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THHFROBEENRET B. |

(1) il # (65 5E2A 1)

(BN AR SR PE LR AR

(3) {RAMHEAR B H (BEIRA)

(4) R RERE AR B (<R - RIS B i L o>
- omBm) |
3. 1RRIOBY (RHVEREY, BAER, TR IO 2% |
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L4 AFNIAR UIBR A > 7 IV T A ) ARYSE DS DR |
COREICIEEIRAR O, |
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[Ai - AE]
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LT1E7mg#1H2E, 5HMEOKST S,

2. FRRICAWSI5E
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W, AN FIENELTIESmgAE1HLIE, 7~
10 HEEO# 5T 5,
(2)fKE 37.5kg LA ED/NR
WHE, AN IEINELTCIESmgE 1L HLIE, 10H
MRS 9 2,
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a3 T
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GVTFZIINT TR 51
(mL/%3) b= T B
Cer>30 1B 75mg 1H2E | 1\ 75mg 1 H1MHE
10<Cer=30 1\ 75mg 1 H 1A 1| 75mg FEH
Cer=10 HESEH AR L Thiany
Ca:rLTTm TR J
[ERALEDER]

1. EERS(ROEBEICIIEECERET S L)
EEOEMRERERR (HIE - HREICEET SHH Lo
BE>RO TEEREREER] OHZH)

2L.EELEANEER
(D AFNIBHEMBOHEFITH O, BHENME T L TWDIHAEIC

WIS EENE < RDEBENNDH DD T, KEIOHKGITE

LT Z7V7FZ 2207 I ZEIR U< - A&

WCRE T A M EOEESICEDINT, REZEHELANS

HEICHKET 52 & ((EYTHE] 0ESR),

Q) B IRYSE DA > TV T oI A )V AERPIEICEH L 720 .
A2 TN TR EIRFAISN S ZENH 2 DT, MK
QUEDH AL, PiEAZRE T2 EMyaEzT> 2 &
(<hie - DR ICHEHET 2 H LOEE> DESR),

3. BIfEF
17 RIVEI DR £ T ORISR 309 FlIzBNWT, RBIEMIE.
85 fi] (27.5%) ITFEBH BNz, EREIEAIZ. MEiE 21 # (6.8
%), FHI17# (5.5%). G 121 (3.9%) HTHho/=. UK
)

BIER B D FE 4, 211 BB W T, BIFERIZ 90 £ (2.1%)

RO SNz, ERENEMIZ. TH 22 4 (0.5%)., Bl 12
0.3%). M7 11 (0.3%). 5B 10 (0.2%) FTH>o 7=
[EHEEKR TR GRED]

(M EKXIZEIER

Navd, 7F745F>— GEAY) : > avr, YF T+
TFI—DHEDONBEIENDHBHDT, BEETHITTN,
IS, B - WEREE, WRRREE, (T SN D S5 bz
LEl3GaHIE L, @mUsEEfTS &,

)R GEEAH)  MROFIENREINTNEOT, B
HEONRRD SN EITEIXREOREICK D IFE CEAIME.
HESS) 2L, MUARLEERITS 2 &,

BIGERT R, FFEEEREE. &|E BHEAH) : BUIERAF D
EELMT%. AST (GOT). ALT (GPT). 7-GTP. Al-P®
FEL W EREZES FEREREE, SEND 5D T &N
HDHOT, BHEEZTHITV,. BENRD SNEEEITE.
BHEEFIEL, BUBRLEZTD Z &,

4) R EFLFRARAE (% B (Stevens-JohnsonfE{REE). PHEMERE
IESERMERAE (Toxic Epidermal Necrolysis : TEN) (BEEEARHH) :
B2 RGN ARE A . g I 3R K S SRR ARE 55 OD 2 i P
HobNdTEMHZOT, BRETHITN. Z0LD
IIERDS SbNGEIciE. #5EFIEL., @Y uE
15T &,

5)2MBAL HEAH)  AEBERE2NbsbNE &N
HBHDT, BEETHITTV., BRENED SNHAICIE
EHICHGEPIEL, BUARLEZITS &,

6) BmEkiFd . Mm/MRiEd GEEAH) « BimEREA. 1/
Wbt 5o b 2 ENHBHDT, BRE 7T,
RENRO SNEEICE RS ERIET 2/ E, @MY
BEEITD T &,

DR - FRER BEAR) R - R Rk,
HEFTR, BE. AR, B BEE) b5 bns Il &
MHHDOT, BRETHITITH, BENEDSNEHAEIC
WG E2RIEL, ERICE U CEYBLE 21T 2 &,

8) MM KR EERMH) : Bk RBRND 5 d Z
ENHBDOT, M, M FHREORENRD SNgE
ik EEH L, WEYRLEZETS 2 &,

(2)ZDfhDEIER
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EE ANEH 0.1 %24k 0. 1 % A
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= DIEIE
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5.0F 0%, Elw. BIIBE~DKRE

(D) 15 SR U T 2 Al HE
BE LA RENERMEZE LS SHI NS HE IO
5352 &, [HIETFORGICET 2 REMIIMIIL T
V. B (F v b)) ThEBERESEREINTNS,]

Q) EARIHET2EF A EZRIIES 2L, [E N
HAFABITTHZENHREIN TS, ]

6. NEEADIRE
1igAmOEE (REAKER, FiER, 2R T 2%2

PEIZHENL L Tz (TZ0MMoEE ] OHBR),

7.BERE

WER LRI, EE, (IR, FEEO FWENREHTL LN

HB, ZOXIRGHET. B EPIEUEYRIEZTTS 2 &,

8. EALDIEE

%m&ﬁﬁ:FW@%@%%@MT&—%#BWD&LTW%

THLEIEETSHZ L, [PTPY— hOBREKICKD, LA

%ﬂﬁﬁﬁﬁ«ﬂlb\E;ﬁ%ﬂ%%;bfﬁ%m%%®$

ERGHEEZHETLIZENREINTVS, ]

9. ZDMDER

(DENTEEE N H T 2IVEN
BERIEMNEE L 2 EO|REN 1 HlH 5, Tz, BN TERS
N TEIFNC L BEMHTFR R TIE, fHEEEE
T B 5RE THRIRRENL I Em M 7 flicH SNz, FEEE
RiBRICBNWTIE, BEAED 100 X TOHAEICBWTH
RBIEFIZRED SN TR,

Q) EATEM S N 7RIV K 21810 R B EE R OE M
M g R R G & U B AR R IC BN T, >
TR T 5 ERETIR T IR LER
BEFASNTORN, LML, REFRGICTIOTA1IVAK
HEiM =6 EICEmRL. TORE. FE. MR/ R X
VFHEFE/FET D[RR BRI IR L 7z,

B ESTEEE NIz T FNC K 5 Eil#E (65 L) 2%t
S & UBEIMHBEABRICBWT, AFlOFEICXD A>T
VI YRR 2 7 bRz iz LT, 950 FERT (23 %)
L 7=,

W= HIZEEL T >INV UHICRE L - BEITAH
ZHEDIRLTHER LRI,

G)ENTEIEE N2 H IV FNC K 2B M TR RBICBNT,

6 M Z A THREG LRI, B, ENTIERI A
0y TEIR O T RIVANC L 5 0B FEDOFRabics
WT, 12AMOBRGREBRND 5,

6)F# 7 v b OBRER A% GEEABRICBNT, Ty E
VU K% 394, 657, 788, 920, 1117, 1314 mg/kg O
ETCHEROKRG LR, 7HE D v N TIIEYICBEEL &
FE1=/N 657 mg/kg DL E TR SNz, L. 394 mg/kg %
BE5 L7 H#EZ v &N 1314 mg/kg #RG L 1T v
k(42 Hi) TIEIETIIRD S Naho 7=,

MYEZ v NOHEREOREG M2 aF3%T 1 7 ARz
T, BENRO NN > THEICBITSZF LY IEILD
4/ AR AUCEHE, 7 Hii#Z v 5T 0.31 (394 mg/kg) . Fk
S b~ (42 Hi) TO.22 (1314 mg/kg) TH o7z,

MO H 2 NTHG T DHEITIE,

[ZEWEEE

1. IAFRE

<BEAMBEREEACEITBEE>"

TR A BT 28 BlICA I I EILE LT 37,5, 75, 150 U300 mg % Hifa]
RO GERRE) Uz & & ORF OIETER O M4 i EEHER I 0S8 8)
NI A—FRUTFOEBDTH O, AUCo-oo g TN Comaeld JI 5 FLHIHI I Y TS
5T ENRE NIz,

H A N A B T2 331 DIE TR O i 5 i

X DEMMHETEREICBNT,

(ng/mL)
1,500
—a— 37.5mg
- 75mg
% —e— 150mg
i 1000 > 300mg
b3
i3
Er/_‘
¥ 500
il
ol e
0 12 24 36 48 (hr)
S|
TSR DI BN T A —5
&H&8 AUCo-c0 Cumax tmax ti/e
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
37.5 1,652+ 203 150+ 35 4.3+0.8 7.0+£2.4
75 3,162+ 702 360+ 85 4.1+1.2 6.4+3.7
150 7,235+ 515 6621165 4.3+1.1 6.6+1.5
300 12,918+1,564| 1,377£153 4.3£1.0 5.1+0.4
mean=+SD

<BARAS#HE B0RRLL) ICHFDmE>?

FHR80E LA LD Rl E 5 Blic ALy 2 )L & L TT5 mg & HREIREO#E (i
flf) L& EORFNDIERERDENEEINT A —FIFUTOEBDTH->
7zo

AAAwEd#E (80mLL L) OEMEADEYTRE/NF A -5

Heh5m AUCo- Comax tmax tiz
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 6, 063+604 439429 5.0£0.0 7.0£0.6
mean+SD

<BAEANESNEANICEIT BHEERE>Y

HARANKOBEAE 14 BIORERABTEGREL, ARILFIELELT
75mgl H 2\&150mg 1 H 2 [81% 7 HERE#R G (B%#FRSE) L0
IEEROIEWFRE/N T A —& ROMBEFEE N 7EIZLTFTOEBDTH-
2o BEAKUVCHADOWTNOMEIZBWTHRGHE 7 HHDAUC-:2& TN
CondZ[ARETH O, NEHICBI BEIFBD 5NN o . Fio NI THE
DOHERS 0 S IEMERIT IR 53R 3 HEANICE HAIRBRICEE L, BRMEITHED

SIIEMN O oo
E5tR 7 HBIZHB T HIEMEEROEYEHEIN T A —%
&HE AUCo-12 Cuax tmax ti/2
(mg) (ng - hr/mL) (ng/mL) (hr) (hr)
75 (HAN) | 2276527 297+90.9 4.3+1.4 8.8+3.6
75 (FHN) 2, 270387 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 (AN 4,904 477 598+70. 0 4.5+0.8 9.0£3.7
mean=+SD
TEVER O L BEPIRE 5 7l
e M3 HIEPERIRE (ng/mL)
> smgHAN | 5mgEA | 150mg HAA | 150mg A
3 162+44.5 158+£39.4 301116 289+87.8
5 163£50. 9 1563+49.5 325+107 360+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
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2. BRHEEREE ICH T 2R MBEY

<SHBEAICBFBRIE>

DVYFZ DT T A (Cor) fHICK D BIE S 07 B RE R s
EHT20HEMNEEL, AN FIENELTI00mgl H 2 HZE
6 AMRER S L7z & 2 OFRMLEEEDBEL. U TFTOROLBOE
HREITIRTE U 7o m R BRI 12 B W T3R5 B O
BThodEEALGNT.

#5066 HHIZBT BIEMEARORMBFENS A -5

Cerfii AUCo-12 Comax Clro-12
(mL/%3) (ng - hr/mL) (ng/mL) (L/hr)
Cer=30 43,086+18,068 | 4,0562*1,519 1.54£0. 55

30<<Ccr=60 15,010+ 4,158 | 1,514+ 392 4.19+0. 67

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

Cer>90 4,187t 630 494+ 80 | 17.50£2.78
mean=+SD

3. EMBEER®
<SBEAICHITBEE>
TV F I EIVIREIHMEERD T ORF Y REDHHICL D E

U752 ADIET, AUCk-o K U Crax D 2 £5 DEGINAGZRD 5170

ZOZ L3y oA M sEE e & TERME S NS AT IL S
I BV TRt N2 EKA L OB RICK DA EERZ
ATHUREEERBL TWD, LML, ZOHEBICKIEMHRED

BLOEIFIT, HEGREOFMENLETDH S I1Z EMKRMICEETIIRN,

BB A 2 TINVI T A ) ZEGIEIT L S IEREFI O 7= D IO

SINDARMENHDHEY HTe Xy I, /51 RRFUEME.

NSAIDs%) KOLERICHEEE 5 A 5 AR O & % 54 (Fir ik
L) D% < DY EOHMEMERITMFT TN TN,
4. ZBREERY
TN F I ENKROZDEREDOE N, Ty b, THFRVA X
MEEA & DREARIZ, LN FIENTELETOMEICBNT
50 %A F OFEETH 208, EHARTIRWTNOMEICBNTS
T T3 ULUTOENHDTH o=, (invitroid )
5 4Cat - HET
<HEAICBIFBRESS
AFNTE MZBWTROZGHEPCMITE E U T CIEEARIT N
KafREnd, BERABTICHLAFZ (ALY IENLELT
37.5 ~ 300 mg) H[EREOHEG*Lz& &, REMKKRTERED D
BTG 48 FEfi#% £ TIZ 70 ~ 80 % AR H I HElt X /=,

iz, AV IENEE MFI 70y —Az AW REEBICED,

P450 12 & 2 RHENIARD 5T, P450 24t U 7= W EEH OB
K0 BHEP4S0 HEORBICH L THIFEAEFEE 52RO,
MIEFER G AR OMRE 37.5 kg LA EO/NRIZH U TR I =ik
cEE. 1E75mg# 1 H2ME, 5HEESTHS.
T RIS L TRESI N HE - HRIE. 1E 75mg % 1
H1[E. 7~ 10 AEHE5TH 5, (ki 37.5kg LLED /N
Wkt U TR SN HE - FEid, 1 75mg % 1 H
1A, 10 HRE#ETH 5.

(B%) BFEBROER

1' ﬁﬁg)

#E S iz [MCl-F 1L F 2 E)L 20 mg/kg % HERE O 5. L 72
B2, ORI SRR ISR IC oA L, M TEBIL Tz,
LB 2R < Sl B TEBEZRL, BENHEED 1 DEEX
S5NTVWBHITIRMIEDK 2 (5Th o 7228, HRMERNOBIT
W30 e MIZBWTHREANOBITARD 51, BITKEhE
WERHABIMIEDK 1/2 Th - 2. HEHEILIRE 48 FEIR £ TIT&
HLAED SITFFERITHE L 72,

AT

BT v MI[MCI-A 2L S UL 10 mg/kg % BiEIRE O 5 L 72

Do

BE. BURRRIZFLITHICBATL . 5 LR CRmIRIEICEL 2.

Ok, IMET &I R HERS THAL L 208, At/ g g
B ICHH T ICBWTEN o /2.

[ER RAkHE]

1 REHBREE

<HBFEALCBIF2RE>"

ENIZBNWTEBINAZT TR ER R E U758 B R R
(JV15823) @ 5 A% GICBIF 21 > 7 T Y REFHM (& T
R ET B TOME) ICHT DA ZELTITRT.

A ITNIOYEIYEREZ MR E L2 EEMEERIc BN T,
FTRIVE eI CERICR D, MR OB O, BEEE O,
AV AT O IR O [EIE IR O miHEFED STz,

A 2 TIVI R (R

7 PRI

S y e #1)
% A s | PR s (95 o
N 70.0 (2
FYNHIEN) U | 5 HE | 122 # (53. 8-85. 9)
o N 93. 3 I
75k 5 ER | 130 i N

1) ANy I CEBEOME - HE
FEINFZIENELTIE7T5mg %1 H 2
#1) A2 TIVI BRI A )L A EEOIHURG O R RIS K 0
E L.
#2) p=0.0216 (75K & D)
<SEAICHITBRE>?
Wk SRR CEIES N2 7 TR ExEE U= S IR 5 0
GBI 21 > 7))V T BRI (2 TOERPKET 2 ETOD
RefD) 1kt 2R L FITR TS
A 2T IVI O REEIE (RRD)

] B | ppggen| 1 > 7 VTR IR
£ il | P e (o5 o )

= FE #2)
AR F TN VB | 5 EE | 301 61 oy

112.5 K¢

TR 5HM | 309 #i (101. 5-119. 9)

) Ay I CEBEORE - AR
TN FZIENELTIET7Smg & 1 H2IH

#1) A 2T INITHREGIIT A )V A SO BUA M O ERIC X 0 H
E LT

#2) p<0.0001 (7" Z & &DIiK)

FEIYIEI) CEEEICR D MR ORI R DM, HEEE
DART. A )V AR IR O %E#E, AR o [BE I O 538D S
Nz,

2. FRARBRRAE"

<BEAICHITBRESY
ERNICBWTEBINEZT TR 2008 & U758 A KB
(JV15824) O 42 HREHESXIZBT 51 > 7 IV T 2 FIREGE O FEAE 1
HEh R 2 LU FISRT . ARSI sl 23 DR A 308 fl (751
N ;19 #%- 83 %, T4 34.0 5%, 65 LA L O IL 10 . &K
18 7% 77 5%, 49 34. 2%, 65 A LOmEm#F L 11 §) Zxdfel
7z
ENEERERBRICBNT, 1 > 7T O PRYYEFRERIE S
TR 5%, AKIREH1.3%ThoT,

A > 7V AP RS TER] (FEEA)

. AT IE
TIER ) Vs p=0.0032
GBI 153 155 || (9 fRiEIH :

2.4%-12.0%)

AR FIER] () " |13 (8.5%) | 2 (1.3%)

) Ay I CEBEORE - R
FENFIENELTIESmgZ 1 H 1[E

#1) FEILIERD 2 DLAEFED S8, U1 )V A 5B IPUAM D
ERICK ORI NIRER]

<SEAICBIFBRES
KRENZCBWTEESINZT TR M RE LS THERRR (WY
15673/697) @ 42 HEHR 5512 BT 51 > 7 )V T 2 HERYE D FEAE
R Z A TITRT
KEZEERLLBRRRICBN T, 1> 7V I 2 PIEYYERIE RIS
TR 4.8 %, ARG 1.2%TH> T,

A 2T IVE 2 HIRRE FAE B (FEREH)

e e |AEIVZIE
TIER N s p=0. 0006
;(TJ'%WIJ%( 519 520 (95 %{éﬁﬁll(.laﬁﬁ .

1.6%-5.7%)

EPETERER ()™ |25 (4.8%) | 6 (1.2%)

W) Ay I CEEORE -
FEINFIENELTIETSmgE 1 H1

#1) RARCMFE R, 2ERERNE 1 DOUERD SN, U1
A5 BSOS H R O L 57T KO fERS S i il

T/, EATOERE ZNSRE LT TR R EER LGSR (WY
15825, 42 Q%G5 1 > 7V T o HRGYERFHMBE O 7 5 iR
SR EE MR EGE (WV15799, 7 HE#RE) RO > 7)o+
JRGYIE BB F L O T B BE & IE TR BED A4 — 7 > LB (WV16193,
10 HE%5) 1ITBWT, o > 7V O HREAYEFRIERIIIE TR 4.4
%. 12.0%. 11.3 %, I IE) U CEIEHRGR0.4 %, 1.0 %,
L8% Tholz. 2B, HlmEExtHE Uizl (WV15825) D, 72
FIHMHEIIBT BT 27N IO PRIYERERIT. 75 RRGE
5.0%., AN FIENY CEEEER0.5 % Tho /.
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I CHME & 7 FEIE I SR & AR U 72 35 AR ER IR AU 0 R
RELTICRY,

FHIT BB

s WV15673/697 WV15825
B n=1039 n=548
PSS R A (18582 ) S (655%LA L) #0
541 TR AN FIEN V| T IR | Ay ) S

n=519 n=520 n=272 n=276
£ (%) | 18-64 18-65 64-96 65-96
CE) (35.0) (34.4) (81.8) (80.5)

#1) K180 % DOmEENT U F HEEEZT. K14 % OEihE g
HEHZERSERBE AL Tz,

BE B T B B

o WV15799 WV16193
HEES =955 =808
PSE- 13% LA E 1l b
s TIER|TENIICNY VE | TR TR

n=461 n=494 n=392 n=416
i (%) | 12-85 13-82 1-83 1-80
CE) (33.8) (33.2) (26. 2) (27.7)

RIS R OMRE 37.5 kg DL EO/NRICH L TRES h
Pl - ARG, 1 E 75mg & 1 H 2@, 5 F RS
5TdH %,

FHHZE : RACKH U CERS /=R - IR, 1E 75mg 2
LHIE. 7~10 AR5 CTH %, KE37.5kg L1
DNRICK U TR S N L - R, 10 75 mg
Z1H1E, 10 ARHESTH%.

[FEahEE]
.in vitro¥i ™ A JL e ™

TN ZIENY CEFIETORI v I THD ., RFHTL 0iEE
RICER I Nt T IVAERZERT,

TNy I CEBEOEEKRIZn vitro TOAR R UBEI1 > 7

—_

WL YA ADOEZLERE (FEBRERIC : 0.6 ~ 155 nM,

B PR 2 BERKICso © <0. 35 M) TR L 7=,

.in vivo¥i A JL R¥ER

RIAKRGNT 2Ly bOABIKRUBRA > 7)o )) Ak
EFNTE. AV FIENY CEBEOROZES (0.1 ~
100 mg/kg/ H) ICX D RIS U TEGFROBM, BB

N

IR DI T AN ANl DI 78 & DRI RAFED 5172,

/2. ZU PURBBETILIZB W T A )L A &G 24 B R0 5 O
OS5 (10, 100 mg/kg. 1 H 21[E) T, £HERO LR EYA
IV 2G5S 2 I R AFED 5z,
AERE®
Fey ) CEROEEARITIE NARKUBES > 7))L T
BFIAINAD /A FI =S —F BRI EL (ICo: 0.1 ~3
nM) . #Hi L <RI N7z 1)) A OBGMIEN S Ol 2z HET
HZEICED. UAINADEEENHT S,
4. T4
44 B OV N R PR AR U BV B ARFN 0 S B it 1 )L 2 o Hi31
RITRA S OFETI0.32% (4/1, 24561) . 1 ~12D/NETIX
4.1% (19/464%1) TH > /2o MWTET A IV AT TAR Y 1)L ZIZH
U, BRETIIHENRD SNBho o, MitEZEEAE LTIV

w

Tk, YUAKRUT 7z by MTBWTEREEDOK FAZED 51,

YA T ORI, BEIEVWEEA SN D, TEEBEL L

TAINWATE, /A I35 —EDT7 IV BERNEDSNTVD,

(HMES ICRT EEFMR]

—fg% : AR I CERR
(Oseltamivir Phosphate) (JAN)

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

+ H3POy4

SF3 : CisHzsN204 « HsPOu
SF= : 410.40
% R BE~HEOCOMRXIIHODL DMK TH D, KK A

& ) —=IVITIETRT <, T8 =)L (95) IZRRETed<,

N N-CPAFINT7E Y I FIBETI<L, TRV
IZiE & EBET RN,

B = 192~195C (GrfiR)
DECIRE - Bt~ PRI TARAIC R L. 7V Y PRI TR
oY %,

CGEE ST
A 2> TNIFT AN ADKEITH T B HEALIC B 2 EASA 0 H
BRGSOV T, B BRI T B T &

(2 =]
537N AT IVTE £ 10 H7 1)) (PTP)

100 /1 7)L (PTP)

(RBRIEFT LDIER]

FHI TARR(IBES TV I Y I A )L RREREEDFE
ERDAE] OBNTEALLBRICOBRRIGHEN
7,

[ EZE K]

1) BRI BV 5 BilalH 504 O3B Rea s (EA :
JP15734)

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

3) #HRNER : HANEBAATORERGHOEYIRERR Y

BReE % LGSR (ESt @ JP15735)

tENERE - EHEERE 2 M S BBRE I BT 5 RIEHR G R OEY

BRERE (ESF : WP15648)

tENER  BHRIRISEA] (S AF D2/ T ORKTR) EOHEY

HHEMER (=45 : WP15728)

6) FNERL : MEEAE S OREE (n vitroid5R)

7) fhNEER B ARR064-0796 & U'Ro64-080217 & 2 LA EhRE K TN
PeltNZ > LBk (44 : NP15718)

8) HNEFRL : EMMAMEH (CYP450)

9) tENER : B o (EEs. FERNIRED)

10) #HNERE : B ESR « AtTh A OBfT

1D FIARMEZER, fth - BEIEFMERE 74 1 1044, 2000

12) fhNEE : BMAREABROAMEO £ & (HFF - WV15670/
15671/15730)

13) MAIARME=HR, fl] : BEFE2EMERE 74 1 1062, 2000

14) tNEE : RIS B MAE T (42HRMS) (E5) -
WV15673/15697)

15) tENEEL : milE IO 2B AT (A2HRS) (E5) -
WV15825)

16) #NERL  SEIAHPREaER (7 Hi#EE) (E5F - WV15799)

17) thNER : SBIAE TR (I0HF$S) (E5 - WV16193)

18) #hNERL: B b > 7IVTOPARKRUBEIY A )L A ICBIT S
in vitro¥EFEINHIE A

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

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

21) fNEE  BETIVICBUIT D80 =T MURBRET L

22) fhNER: )1 T 5 —CHEER

[3cikEE k5]
FEEICREOENERHI O E E L TH FRRICTHE R FE 0,

4

~

5

-

Pl SRR At R Y —
T103-8324 HUAUHHTRIX HAFREAT 2-1-1
55 : 0120-189706

Fax : 0120-189705

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

e N o] OB 24

RRHPRXEFEEEI2-1-1

CRochey O =7
®F.K7<> - F -0 ath (A1 R) BERpGHE
84011570
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* % 20144511 H k3T GHE26HR0) T
*AONEL AT AV IILTUH YA JLAE e
‘ & o m— N = [=}

fﬁﬁﬁuzi : &iﬁ{%&ﬁﬁﬁ” gaj"p7of~/n‘y7’ 3% ERES 2140;AMY(()§E)7;(;
Br & BRRE ® " 20024E 4 A (Jaut

s+ momeszmaorozs;]  TANMIFLU B
DIEBH. ZFEIVFZEIVY VEBE RSOy WAENE | 20027 7
fEFAHARR : %(:ﬁ%@ﬁﬁﬁ,ﬁﬂﬂﬁm I ZhEEE 2009412 A
RIS, AT 201046 A

Q-

<ESAHETHENTHEEA LZSEE. SR IhEe A (UERGH EOEZ)DHESBIR), G ovam—

[ R, SRR EIREICHERT, TOMOERTIEA > 7 |

=0 !

1.AKIOERICHEZ>TIE. FROVLEHEEEICRET S
& (KWEE - HRICEET ZERALOEE>DIESR),
210U EORBEOEZICENTIE. RRBRIITHATH
250N, ARIDORAEZICESTHERAL. TEEDE
WICES=BIPREENTWNS, ZD=H, ZOEXDE
HIC(Z, BHHE. BEEEMNONSAVRIEE LS
BI5EEBRVTIE. RAIELTHREIDEREZZEZLIEZ S
e
Frm0 NR - RBREECDOWTIE. AB—DEHERILET
B=DDOFIEIEE LT, KEIICKDBENRIBSN
EE. ORBETHORBEOETNSHZ L. QBHEIC
BWTEEZTOHBAE. La<Lb2 AE. REEZE /N
B RBREEDP—ANICHESAVWLSEETHZEICDNT
BE - REICHUSRBAETY 2 L.
BHE. AVTIVIUYRESFICE>TH. REROEKRDIR
NZ2LEDRENHHDT. LERERABKDHRBPEITD Z &
B AVINI VY IA N RABREEDFHOEREITIFIC
EBFHTHY. FEOFHERIETIFICLBFRAIC
BEibH3HDTEAL,

[(BR(ROZBECIEZRE LAV L)]
AHN DRI U BUE DBEERE O & % ¥

(HER% - 144K]
Rk 4
AR

BHE

ZIT7)VRI420y T 3%

TR F I D 39. 4 mg

(&I ELT30mg)
TUZXY =)V, RER>, byEOaTF>7
L TRANT LAV L, By Y F Y
Y| o LokF, BEEKT A B, S a ISR T X
T FTEFANY >, HEEFHEND U R,
#Fl
AT AA~KE ORI DD 2R TH 2,
L R A 10 g 127K 40 mL 2N A4 16 BRI L <IRDIRE

5
(1gH)

T2 LE, ABR~REROE-RBEETH S,

[ZhEE - SHR]
OABRISIBRIA > 7 IV T 2T )L ZRGYE K N DT

| <hEE - HRICHET HEALOEE> |
LBV S B AT, ABUEBEA > TN T AL |
L RYE SRS NERE ORI RER DA, AT |
ZIEOEE G AR IBRIA > T )V T A )L ARRIED |
LTORBCHL TEBEATEIRNI EE2BEL, BEOD |
RiEz FHBIZ L2 BT, AFIOM OB 2 EEIC R |
B SRR ‘
D EE-EMSOUSECROERTS &

VIO HIRBEEEMEN T L EEET DL, ‘
L2 PRHICAVABAIIE. FAELT, A 27Ty A
VARG E R LTV B IBE O RBR kUL I F AT |

THEFROEENEET B, |

() B (65 LA L)

(2) 1B PEIF IR SR S B DR B R

() RAHPE L RE (BERRSS)

(4) B bR R (<K - FIRICBEE T B A EORE> |
3 DIHZHR)
L3 LREREORIE (RHERER, HiAER, L) T % |
 RMRCEMIRENIL TR (VNREADRYS | O |
L Bm), !
4 RANZATUIBELA > 7 LT A1 ) R RRHE S OB |
RIS,
§5$ﬂmm%@%ﬁuu@%ﬂmmUﬁgm%¢%&ﬁj@§

(A& - AE]

1.8EICAWSIES

(MBA
BWHE., AN YIEIELTIRE7Smg 21 H2[E, 5HM.
FRERE L TROKRE9 %,

)%/ R
WE., AN FIENELTIM2mg/kg (RSO
THIE L T66.7mg/kg) 21 H2[E. 5HM. HARFREL T
ROFET 2, 72720, 1EEREHEIIT LY IELEL
T75mg &9 %,

2. FRAICAWBIRE

(MEEA
WHE, A NI ELTIETSmgZE1H1E, 7~
10 HfE, HARERE L TROKEGT 5,

)%/ R
BHE., ANV FYIEINELTLIEHZ2mg/kg (RT12 0w
THEIELT66.7mg/kg) 2 1 H 1[E. 10 HRE. FESREL
TROET 2, 2L, lEEREAEIRA LY IELE
LT7mg &9 %,

<Mk - AEICEET 5EMLEOEE> |
CLBEICHO BB, 2TV I FRERORR NS |
2 HDNICRGRMIET S T & GRS 48 KA |
BICRGERE L BE BT 2EOE BT 2T -5 |
L EEsnTLEWY., |
2 FHIHLAHOITE. KOMCERLTERTS2E, |
(DA > 7OV T A L A SRR 28 | Bt 2 H AN |
BEEMAT S & (Rl 48 GBI 5 2 Bl |
LEBaBy 2 At BHT 27—y 3B NTY |
ANAYS
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@A > TINIT Y TA )N AERIEITN T 2 THHRIT. &
il 85 U CIRA L T 2 I O 55665 5.

3 A O BHRERCE B T, M NS 2 O T,

BREOEFICHEL T, KOL > BB GHEEALETS T |

& GHEACBIT ZRAICESD) . NESOBRIEREERE |

. COfTARBIZA, ‘
A= Dr e etk

(mL/%) m Ok ¥ 5 ‘

Cor>30 | L[ 75mg L H 20| L[ 5mg 1 H L[| |

10<Cer=<30 | 1@ 75mg 1 H1[| 1 75mg kH

ik 1
1A 30mg 1 H 1| |
Cer=10 HESB I RLAREST L T e ‘
L Ca: HLTFoIIUTIIR
<mE>

| ESATIRL SNRICBIBAROY T T AREEEL, |
DR IOR TR ERIEE A RN SN T WS (VNRIZBT |
| BEMBIE OEBH). *

2L H [ 7 &

15kg AR 1 [A] 30 mg

1 15kg = Z 23kg AT 1 [A] 45 mg
|23 kg ##EA 40kg AT 1 [E 60 mg
a0kg zHA S 1161 75 mg

| KR (mg) BAEIL S IELELT
BRICHWAEHEIE L H 2R, PHICHVWSSHEIT1IH1E

[ERALEDEE]

1.EERE(ROEBEBICIIEEICRSTEL)
EEOEKEERERE (CHIL - HECEET SHH LodE>
T O TE B ARNER | DIHZH)

2. BEREARNEE

(D ABFNIB MBI OFEAITH O, BHEERENE T L T DA
AP RENE L RE5BENNDH D DT, AEOEGITHE
LT, Z7V7FZ 22U 7 I ZEICE<HE - A&
WEET A EOFEE>ICEDNT, REZBRL NS
HEICEET 5 & (EpHE] 0EZH),

Q) MBEBYIEN A > TINIT I A I ABPIEICEHE L0,
ATINIOHPRRIERERBFAIND ZENH 2D T, MR
QUEDYEITIE, VBRI E#RG T 572 CHMulEz{r> 2 &
(<% - VRICBEH T 2 LR > DIHZM),

3. 8EH

R0 >0 7H (1~ 12i%OL/NR) OEGER £ T ORI
0BNIZHBNT, BWEAIX 35 61 (50.0%) 158D 5Nz, FRE]
TERINE. MEnk 17 fF (24.3%). T 14 (20.0%) FCTH o7z, UK
SRR
SLEA R OFE 2, 814 FlICB W T, BIEMIL 161 61 (5.7%)
IO BN, EREIERIZ. TH 634 (2.2%). W&EH: 40 4
(1.4%) . {KAKRIR 23 (0.8%). FZ 22 (0.8%)%F TH > 7z.
[FEAK T G

(MEXIZEMER

*1D)2avd. TFI745F—BEARY) : >avy, YF I+«
TFI—NBES5DLNDIENHZHDT, BEE TN,
WS, BN - MREHTEIE, RORREE, R NS SO
BEIdkGEhIEL. BURLEETS &,

)R FHEAHR)  fiROBENHESINTNLDOT, &
HWINHRD SN HEITIIXEOREICK D IHK CEAIME.
RRAMESR) 8L, EURLEETD 2 &,

BIEFFR. FHEEERRE. |E (HELRH) : BHEM A5 0
FEERM%. AST (GOT). ALT (GPT). 7v-GTP, Al-P®
ZLWEFREZEDHERERE, BENDHSDND I &N
HBHDT, BHBRETHITITY, BENED S NG,
BhapilEl, BUBLEZITO &,

4) HEFLIEIRAE(R Y (Stevens—JohnsonfEfREE). FHEMRE
1ESERUARIE (Toxic Epidermal Necrolysis : TEN) (SEEEAEH) :
BR TR IBEHRE M B A 1 2R B S SR R AR 55 D B2 i P /8
HE5ONDTENHHDT, BEZETFIITH, ZDXKD
IR D SN AT, B52Hik L, @Y aE
25T &,

5)RMBLREL HEAH)  aBREndsbN2 I &N
HBHDT, B THITTV,. BRENEDSNZEEITE
EBIEGEPIEL, BULRLEZETS 2 &,

6) BBk A . M/RiEd GEEARH) - BmEREA . fm/h
WD dD5HN2 ZENHZDT, BRE 5TV,
BENRO SN IR RS ERIET 2R E, @Y)a
BETD 2 &,

DS - HIRER (EEARE) « R - e GRERE .
BETH., BR. AR, BH RS bosbhb s
MHBHDT, BRE TV, BENRDSNEEIC
WG EPIEL., ERIOEU TEYRLEZTS 2 &,

8) M KAZ R EEAR) « itk KRIBRN B b b Z &
NH2OT, M, M THEORENRD SNBEIC
WG EHIEL, EYARLEERITS 2 &,

Q) ZDtoBER
ROLDBEWERNS 5ONHETE. ERIOEL THRE
EHIETAAE, EYRLBEETY I &,
BEEASHA 0.1%LLE 0. 1% A
RE B R Hafn #%(0.8%). | EHB.

FLBE (ZTEALE | 2 D FEE
&)

HAESs AUE4. MfE. A | TH(2.8%). | ANZKGH
Lo ki, AL | WERE(2.0%) . | BEES
TiEss . MEAEAZ .| B, EO By, f#

HRERN AR, & B
AR

BEMER (O FWn, HF. & W, g
MRS L B S R M. IR,

fBiRes EEMEER, OF
AR NI

B HE (ST LA .
BiE
i 7 -GTP# . Al-P | ALT(GPT) #.
Hhn AST(GOT)
B MR, EHK
Mm% IR BRECE N
MEIRER Iz S, SAEZ
iR TR E (R R, FENESE
BIOET) . HH.
AL IR

ZDfth B Sr. ANIET = H | AR 0.8%) | FEE
i, HORE (I
& RS, PR
ifHr 7’ s N,
FERE . W

FEHUB KGRI E T ORI R ORGSR OR R & s THEH
L7z,
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4. BRENDKRES

ES TERIES N H T IVENC & 2 KRB RE T, SR

DOBERE K ORI IE SRS & ORI ZEILRD 5N TN,

—RICEERE T, AETEREE (BIHERE. FFHERESS) DK,

Fix OEMEREAETZIENE N0, KREZBRL NS

BE5T52& (KHE - HRICE#ETSHH LoEE>, [

HERE] OEZ),

5.0 1%. Elw. BIIFE~DKRE

(D il AR U TW S ATREME O B 5 I NI 59 2 8581213,
B LOFSENEBREZE LA S EHE I N SEEICOAE
595252 &, BIEPOBREGIZET 2RZE2MIEIMLL T
VW, BEE (F v b)) ThREBEBRESREINTNS,]

Q) FAEIHEEGTHHEEITIIRAZRIIESL L, [E N
HPABITTHZ ENREINTNS, ]

6. NEEADIRE

(D 1mARMOEBR (KIAKER, FraR, 2R s c%
EHIIHNLL Tz ([Z0MoEE] OHESHR).,

@QENTEGESNZ RTA >0y THIC KD EMHEEARIC
BT, KHE 8. 1 kg R DH/NEITH T 2 HRERIT R0,

*7. B8RS

WER G, MEi, EIR, FEED EWENFEBIT S &

HB, TOXHIBEET. HE5EFIEUEYRLAEETTS &,

8. ZDMDEE

(WENTERE NN T IVENC K BELAHTRHRBRICBNT,
FEREOEEL - S OHMEN 1D 5. /-, BN THEES
NN TEIVFNC L BEMATRRETIE, fEEEEE2E
92 R THRERTEAL SO E M) 7 A S N Tz, FEER
RiBRICBNWTIE, BEAED 100 X TOHEICBWTH
RBIEFIZRD SN TR,

Q) ENTEEE N TEIVENC L 2B EEREE R OEE
M g R R 2 i & U 2B AR BRI BN T, >
TV TR T 5 ERETIE T IR LER
BEFASNTOIRN, LML, AFERGITED T )V AR
HHIM 2 G RICEMHL. ZOMR. FER, iR/ BEEE X
AL/ TR D[RR B AR L 7z,

QENATEEINZ RTA >0y THIC XK S EMEmEAHHNE
Extg & LB IMARERBRICBWT, A3MEEREET 512
BFE-S>TuRN, —F, BEHITBWTRICK E L BEIX A
S53TNRNY,

D> —AHIZEEL TA > 7 IV O HFITREE U 72 BEFITAH]
TR LU THAL 2RI 0.

GIEATIE RIS >0y TRKRTATIVANT K2 RBETE
DF BRIz BNT, 12BMOKRE5RBND 5.

O)HE T v hOHEREORGHEEARICBNT, FEILYIE
VY T EEYE 2 394, 657, 788, 920, 1117, 1314 mg/kg D
ECHEREORG LR, 7 HER S v N TIZEYICBEEL &
FELC/H 657 mg/kg LA E TR SN, LL. 394 mg/kg &
BELZ7HENT Y bR 1314 mg/kg %5 L7z v
k(42 Hif») TR D 5N,

MYFEZ Y FOREREOEEG M+ aF 327 10 7 AiBRICB N
T, #ENRO s NN EHEICB T ST EINSYIELD
i/ M3 AUCHLZ, 7 HilR 5~ 5T 0.31 (394 mg/kg) . Kk
S b (42 Hiih) T0.22 (1314 mg/kg) TH o7z,

[ZEWEEE

1LNRICEBIT BEYBNEE

<HFALCSBIFZRE>"

ENE T ABERBRICBN T, A% 2mg/kgl H 2 [A42 580 EHkEIC B
I BTV Y I BV O 514 4 BER & O 12 BRI B0 2 i e h iR %
FREZRBIBICBVWTHIE Lz, TOMEE. T 7ITH M 5 I s v R
FEL2hrfElZ VT NOERBICB VTS 1156ng/mL U ETH O, Hia1 > 7T
CHUAIN AR EME TELRELZMERFL T,

HANBIRICB T 2 mAEHIE PR BRIE 4 hrfl [ O 2hrff

I 3 HiE

PRI TEHH 1~ 45 5~ 8% 9 ~125% i

(ng/mL)

4hr 1% 7 5 4 16
R 264. 0 328.6 354. 8 306. 9
FEUE R 2= 56. 0 30.8 81.2 66. 7
i 252.0 330.0 346.5 308.5
I5UNS I 188.0-366.0 280.0-355.0 265.0-461.0 188.0-461.0
Cv 21.2 9.4 22.9 21.7
N%IEHEXE] 222.9-305.1 299.3-357.9 259.2-450.3 277.6-336. 1

12hr 1% 8 5 2 15
iy 170. 4 165. 4 240.5 178.1
FEUE R 2= 31.6 40.7 13.4 40.4
F i 162.5 167.0 240.5 167.0
B/N-ERR 128.0-217.0 115.0-216.0 231.0-250.0 115.0-250.0
Ccv 18.6 24.6 5.6 22.7
N%IEZHEXE]  149.2-191.6 126.6-204.2 180.5-300.5 159.7-196.4

HANBIRIZBV 258 H R T O MAERIEMEARRE — R~ 0y b

(ng/mL)
500

3 4 5 7 8 9 10 12 13 14

P 514 60 (hr)
<HEACBFBEE>Y

R BL/NTENRE LIz 2 DOEKRMBIZBWT, 1 ~55% 1~ 2%,
3~5®D 27N —F (% 126]) RO5~18%% 5~ 8% 9~ 12/K/IN
13~ 181D 37— (%6 ) I250VF. AFZAREZIC2.0~3.9mg/kg &
WEREOBRE LEEE, 1~ 2RICBITBIEEAKDAUCHZ 2, 810 ng-hr/mL
T3~ 5MICHIL T 16 %KM o7z, Fiz. Fli 5~ 18 RITBNTHERS ~
8DV I —TTIE 13 ~ 18 B D7 I — 7Tl UIE TR DR ITHE < . #5
RELTHBRDOIKTARD 5Nz, Fd 5~ 8D I —TIZBIT2TEM
RDAUCH<IZAEH 13 ~ 18 FED /L — T Il L 60 % TH > 7=
INSNBTIN—T BT DIEEROEMBRE/NNS A—5 24T IEN
75 mg &N 150 mg KIE 55 L 2l N2 B DR & 0 15 5 N iz 3k E)
XTI A—F L EE, Fl 5~ 8D/ IL—7ITB T HAUCIERA
@ 75mg (1 mg/kg IZHY) $512B1THAUCE[FAARTH D, Fhp 9~ 12 %
DIV =T TIERAD 75 mg KU 150 mg DEICH O, il 13 ~ 18 D)L
— 7 TIEMAD 150 mg (2 mg/kg IZHY) ERBETH 7. A, TRT
DIEET I — T BV B %5 12 BBIZ B 2 i piE R IR R AT B
558 150mg IZBIAHEEBASBHD TR, P17V Fo1)L
ATEM: % T X DI EHERE L7z

EBNBT N —T BT DIELERDEYFHE/ S S A — % (2mg/kg)

INBT I —F AUCo-» Crnax tmax tie
(FI%0 (ng * hr/mL) (ng/mL) (hr) (hr)
1~2%"(12) 2,810+871 121+51 5.6£2.2 14.9+7.3
3~5i%"(12) 3, 350678 179+73 5.0£2.3 11.3+5.5
5~8j% (6) 2, 746368 183+36 3.7£0.5 8.8+2.0
9~125% (6) 3, 208 +£394 23146 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

#BNTA=FIE1~25%30mg. 3~ 5% 45 mg %5 % 2 mg/kg ICHIE

L7izbD


MYFPB
四角形


HAAKRUVBAZ BT 2#E5 1 H HOWEIEAROREMBIE/N T A —5

i dcn s AUCo-e Crnax tmax tie
(mg) (ng » hr/mL)| (ng/mL) (hr) (hr)

75 (HAN) (2,107 374/ 191£32.5(4.91+1.02 | 6.46%+1.42

75 (HA)  |2,274=%1,105] 142+£39.7 |5.84+1.16 |10.0 £6.86

150 (H4<A) |5, 189=+1, 187| 468+84.3 |5.16+0.754| 6.30+1.95

150 (B A)  |5,036%1,524| 383+98.6 |4.42+1.11 | 7.81+£5.23

mean+SD

INEOEEER )T F > 2O
(mL/min/kg)

y=—0.0986x+12. 693
R?=0. 3054

0 20 40 60 80 100 120 140
& & (kg)

1~ 18/%D/NRIZ 2mg/kg DHET 1 H 2 [al# 5 L7256, &K

DRFBRIT. RACBILLEERTEDENREINZREREM

KTholz., EANTIRINS/NETOEMBIREDMEIIN S, FEMAEK

DI VUT T2 ARENRAERIETE L. FERITHENERDT D2 &2

Fx. BELTHEEGAORERZG 220, FICHBET 24E

EEMEE U REHEEEAEE L TRESINL.

2. BR/NR EESMMNBICSIF B MPEEDLEE (AR - BSEHE '
Mm% 2mg/kg IZHHIE L 7= HARN/NRIZB T 2 & #IREE T O M i
MRS 4 hrfl e 1 2hrfEIC D &, 3 DOEM/NERBRE D
M (2mg/kg) KOVEFIRENDHIE 2T > 72 4 hriti % U1 2hrfiE
CHER L7z, ZORR. HANNERIZE T % 4 hrfl k1 2hrf#E 1T
ESL/NRIZ B B 4 hrfli K OV 2hrefE D 4317 D #GFANIC 5 5 7.

3. FIFEOEMFENRSE N (BSEE
HTENEIRERT A >0y THNIRAERE XS EYHRE
SRR L 0. WHAIIRASTH S Z &R NI,

R4 >0y FEIRGH 7 EIVAI 150 mg #% F14% 5 R OIE MR D 3K
WBEE/N T A—% (n=18)

H AUCo- Cormax max ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)

Kooy 7%l | 6,870+1,360 | 546101 | 5.1+1.5 | 7.2+1.7

H1 7 IVE 6,940+1,620 | 615+147 | 4.5£1.0 |6.4£1.5

mean+SD

4. 5imE (B0RRLLL) ICH(T D EYBIRE

<BAFEALCEITBRE>S

FRR80 LA LD E A 5 A IV Y T EILE LTS5 ngZ BERE
#h gk UzEZORFOEEKROEDETE/INT A — 5138
TOEBOTHoT=.

HANE##E (B0l L) OIEIEADIEMIHIE/ NS A -5

58 AUCo- Cumnax tmax ti/2
(mg) (ng - hr/mL)| (ng/mL) (hr) (hr)
75 6, 063604 439129 5.0%£0.0 7.0£0.6
mean=+SD

5. BEHEREECH I 2EYHET

<HEANICHTBHRHE>

DL FZIVT T A (Cer) HITEK D BUE SN 7= B RERUE ¥
EEP20pEHREL. ALY IENELTI00mgl H 2 [E%Z
6 HMRERGH Ui & S OIEERENERERIZ, U TFTORDEBOE
HEREITIRTE U 7o MR B IRAERRE H 2B W T3R5 R ORI AL
BTHBHLEBEALNT.

Be 5846 6 H EICHBIT HIEMER DOy FEEIN S A —5

Cerfili AUCo-12 Cumax Clro-12
(mL/%53) (ng * hr/mL) (ng/mL) (L/hr)
Cer=30 43,086£18,068 | 4,052%1,519 1.54£0.55

30<<Cer=60 15,010+ 4,158 | 1,514+ 392 4.19£0. 67

60<Cer=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

6. EMAAEER®
<SEAICHTBHE>
T 7 I EINVIRRBEIEEEEO T O REDHHITE DB
7T T2 ADIET. AUCHe K UCmax DI 2 5 DHEANAFED 572,
ZDOZERT A R EE R TERME I NIy
2 BN FRRES T X N5 3EA & OOFAIIC L 0 A AR ERR %
AT DAHEMZREL TWD, LL, ZOBEICK2EMBED
BLOEIEZ, H5EOMBENBLETH 21T EFHERMICEETITARN,
BB A TIVI T A )L ZREYIE AL D FERFEFR D 72 D1 B
SNBHARMEN D DHY) Fib 2A¥ IV, v 7051 RAFIEYHE,
NSAIDs%) ROLERICHEEE 5 2 5 etk 0 & 2 A BRIk
%) 0L < OHYE OMEERIMFT TN TR,
1. E@REERY
FEINY IENKROZDEARDOE by Sy by THFRUA X
MAEEM EDRKARIZ, ALY IENTRETOREIIBNT
50 BLATF DfEATH - 208, IHEARTIEVWThoBEICBN TS
T3 %LU FOFTINEDTH > 72, (in vitroik k)
8. 1t - HEt
<SEACBFBEEST
AHNTE MIBWTROZGHBELNICEE U TR TIEMEAIC
KB IND, BERANBTICHLARZ LY IEINELT
37.5~ 300 mg) HMEREOHEEG*L7z& &, REMEKRTELEAEDD
BTG 48 BRA £ TIT 70 ~ 80 B AR ICHR X /=,
Fie, ANV FIENFE MFI 7OV — L& N RHHBRICEKD .
P450 12 L 2 R#IEERSD 51T, P450 2/ L 7= S WAH BAEH ORatic
KO & P50 HEORHBHIHM L THIZEAEREE G BN D T,
¥ OWEEE A L OREBS N AL - HEIX. 1B 75 mg &
1H2[E, 5HEHRGTH D, F/NRITKH LTRGBS
N - RN, 1 2mg/kg w1 H 2[E, 5 HRE
%5 ThH 5,

TR G © BRANITH U TRGRINHE - A&, 1[0 75 mg &
THI1[E, 7~10 HM#E5TH 2, F/RNEITkL T
AREEINAE - ARIZ. L 2mg/kgz 1 H 1[EL
10 Hi#x 5 TdH %,

(B%) BFEBRDER

i

i S M2 [MCl-F IV & X EJL 20 mg/kg Z HiEIRE O 5. L /=
BR. BUREIR S RRIE N IT A L. MERETTHEBIL T, 1
L& 2B < LK. B THEBEELZRL. EWHEo 1 DEEX
S5NTNBHITIMEDRK 2 5 TH o 725, FRHRERNOBIT
W3- . MEZBWTIRIENDOBITARRD 5. BTk
WERHABIMSE DK 1/2 Th o /2. MHHHEIIHR S 48 FfE EZ TIT&
MR S 1T ERITHE L.

AR

AT v MIZMCl-F 1)Ly I E)L 10 mg/kg ZHiERE D5 L=
PR, BRI HRICBITL . 35 1 RME TREIBEICEL .
O, IMSEH E T RS HERS THE L 208, At/ iE i
EEE A TICBWTEN D 2.

(E& RAE]

1. REEERRE Y
<BAANCHIFBEE>"
ENTERmBINZAE (1~ 125%) 28R E LU 5 T AHERKK R
(JV16284) IZBWNWT, 1 > 7 IV T HRERENTER S N7z 59 fil (f >
TIVITHRERIIT AN A5EEL OHEL2.) TBT 21 > 7)LT
YRR (%, SUER2SE L. KR 37. 4 CUAFICEE T 5 %
TR 1 72,5 K] (F i) Th o7z, Eiz. HEHOEKEN
37. 8 CARIMICEE T 5 £ TOREMNG 21. 3 B5F (Fhoefl) THO, F
B (37.4°CLAF) IZIAE T % £ TORRNE 35. 3 FFf (hdfl) Tdho
7o
<SBEAICBFBEESS
KERDOAFFIZBNTL ~ 12%0/NETEBEENAT TR ENS
& U= AR PR BR (WV15758) @ 5 HERGI2BF 51> 7)1
IR (%, SERDSEL . KR 37.2°CLUF. HEFD
HEAVE I EIE T 5 £ TORE) 12k 26812 FITRT,

A1 2 TIVI IR (R

Do

5 | omren] 1> 70T > FRERII
E |
® A YR )
N . 101. 3 [ #2
e F RN Va5 B | 207 b1 a8
75k 5AM | 235 6 137. 0 Kyl

(124.5-149.6)

) ANy I CEEORE - HE
FEINFIENELT1H2mg/kg 2 1 H 2[4

#1) A 2 IIVITHFRBINI T A I A DB OIPURRISIC E D HIEL
7o

#2) p<0.0001 (7' tR&DILiR)
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FEINF I CEBEICED . RO ERESDROM, EEE
DET. 1> 7NIToFRIEROFEHRBE T AGED 5. AFIO
BRIMEDRD 57z,

EAMC B W TR ESHHRE (5~ 125%) X357 I RzEx
HR & U 7= 25 ARG PR SR (WV15759/WV15871) V&, HEZE B %k 500
BTt LB R pI51E 335 I TH o7z TD0D. KEIDOH M 2K
AETDITIEES TWARWA, o > 7))V REHRE (FhifE) 134
#1123, 9 MR, 7 TR 134. 3 TH > 7=

Fo ARBICBWT, AR & U 2B K 1 & (FEVY)
DOEACRIIAK 10.8 %, TIEHR4THTH>T,

2. FRAREBRRAE"

<BAEANICHIFBEE>™
ENIZBWTEEBINET TR & IR E U758 I R B
(JV15824) @ 42 AMESXITB T 51 > 7V T 2 PIREYE O FEM
HIN R Z LI FITR T, Al 2 2O @A 308 # (771
A 19 % 83 %, P 34. 0 5%, 65 LAk OmihEE 10 Fil, AH]
18— 77 5%, F49 34. 2%, 65 A LOmEi#F L 11 #1) Zxfe L
7o
ERN_EERILERBRICB N T, 1 > 7V I 2 PIRRYYEFIERIZ S
Y REE8.5 %, AAIREEE L3 % ThHo7z,

A 2T INVI P REYYEFIER] (FEIEER)

o | AEAEIE
TR |y p=0. 0032
K Gl 153 155 || (95 %IFBICH

2.4%-12.0%)

ETHEFIER () * |13 (8.5%) | 2 (1.3%)

) Ay I CEEOME - HE
FEINFIENELTIEGmgZ 1 H 1A

#1) FERKOEERD 2 DL LFED S, T )V A0 B ARMm O
ERICK DRI NRER]

<HBEAICBIFTZHESTD
KENZBWTEESNZT T RE R E U 25ETHEKRRRSR (WY
15673/697) @ 42 A% 5 ICBV 51 > 7)) T > PIRRYIE O FAEM
Hlh 2 A FITRT .
KE_EEREERBRICBNT, 12 7T PRYSEFERT S
S REE4.8 %, AAIRERE L2 % Thorz,

1 27 IVI P IRRBYEFIE ] GERER)

B
IR vy m p=0.0006
GBI 519 520 | (95 fEIKH

1.6%-5.7%)

TR TR () *) |25 (4.8%) | 6 (1.2%)

) Ay I CEEORE - HE
FEINFIENELTIE5mg % 1 H 1E

#1) FRKCIERLE R, 2HRERNE 1 DL EEDSN. U1
25T EESOIFUAM O R & 0 FEIR S N7 iE B

/=, ESTOREmMFEZENSRE LT TR B eGSR (WY

15825, 42 HRH%5X) . 1 > 7 IO PIRYUERFHME DT SR

SR HEE MBI (WVIS799. 7 HRE#RS) RO > 7))L

ERUYE B AR O PRI L IETRIMEO A — 7 > il (WV16193,

10 HERE) 1I2BWT, o > 7V I O FRRGYEFRIERITIET BT 4. 4

% 12.0 %, 11.3 %, FLINFIEIY CEEEHRGH0.4 %, 1.0 %,

1.8%THolz. Iab. EimEEHRE LB (WVISs25) o, 77
FUEBHEICBT 51 27T FIRIMESRIERIE, T IR R ER
5.0%., AIFIEIY CEHEEGH 0.5 % ThH> k.

A THEME S N7z FIE PGB R 2 BRET U 72 3B MARRRR A B 0 BB
RELTICRY.

EROA 2T )V T2 REGE B AE R DR R AR (WV16193) T
31~ 12FO/NENEENTHD, ZOEFICRAERS 1Oy
TRIDERIEE R TR I h .

FEREMHIRNIFIZDONT, WNRIZBT 21 > 7))V I 2P REGE FEIE %
WBIETRRET21.4 %, THIHTA3%THO .

1 2TV A AR

FETBiRE TFHi#E p=0. 0206

S S Bk 70 47 (95 % fEHEXH :

— 22.0%-94.9 %)
EPSETERER] (F) "0 (15 (21.4 %) | 2 (4.3 %)

ZRHI) T B AR

] 5 WV15673/697 WV15825
B S n=1039 n=548
PSE-H fERERR A (185% LA 1) = (65HKLA L) P
s TR NI ICW VEE | T TR Ay e VR

n=519 n=520 n=272 n=276
S (RR) | 18-64 18-65 64-96 65-96
() | (35.0) (34.4) (81.8) (80.5)

#1) #980 % DEMFENT I F L HEMEZT. 14 % DR EIE
PR SERRZ AL T,

B TR R BR

: o WV15799 WV16193
HRES =955 =808
POES 135 2A 1 1Ak
s TR FENIIENY VK| JETHEE TR

n=461 =494 =392 =416
LR (%) | 12-85 13-82 1-83 1-80
CrE) | (33.8) (33.2) (26.2) Q1.7

#1) FEEARONE, BIERATED 51, T A )L A EEOI R O k-
FT K DR S N ER]

XORERG RIS UTOREES N2 MiE - fifd, 1E75mg 2
1TH2M, 5 HEREGTH D, /NI L TREE
N7-HE - HEE, 1R 2mg/kgZ 1 H 2, 5 HFH
®5TH 5,

FRi#E  BRANICH U OKRESNHE - R, 1E 75mg 2
1THLEL, 7~ 10 HM#%EGTH 2, F/NRITHLT
RBINME - HEIZ. 1H2mg/kg Z 1 H 1 [,
10 HETH %,

(EaFE]

.in vitro$i™9 A )L 22

AENFICNY CBEIZTORS v THD, RBHTK VFENE
RiZEBI N8, iUV AERZERT,

TN I CEBEOEERILn vitro TOARIKUBRI1 > 7

WL TA ) A DO Z (KRR (FZEREHRICs @ 0. 6 ~ 155 nM,
[ PR 73 BERRICs0 - <0.354M) TRHZEL /=,

in vivolfi™ A JU A%

RYUAKGT by NOARBUBRA > 7 )V oH A )L Ak
EFNTIR., TEVFIENY CEBEOROKSE (0.1 ~
100 mg/kg/H) 12k 0. FAEICKFEL TEFEROEM, BRI
SHER DA T A1) A MDA TR E DIBEFERRNRD 5 Nz,
Fz. ZU MUBPEETIIZBW T A )L RS 24 BEFFTN 5 O
RO (10, 100mg/kg, 1 H21[E) T, AFLRO ERRETA

IV A BRI B HIHIZNR RS 51z,

RS

ANy CEROEERIE FMATIKUBE 1 > 7L T
HFIANAD ) AT —VEBIRFITHFL Co:0.1~3

nM). #H USRI N T A1)V A DRI S Ol % HET
HTEITED. U AR ENFIT S,

4. Tt

[ 44 B OV N B PR R BR AT B3V B AFINT X S D itk 7 1 )L 2 O B
RITMA K OFHETIZ0.32% (4/1,245 61) . 1 ~12iD/NE T
4.1% (19/46461) TH > 7=, MiHED 1 IV 21342 TARIY 1 )L ZITH
KU, BRETIIHBENRD SNBho iz, itEEE"R LTIV
T, YXTAKOT by MIZBW TR DK TR 51,
R TORIE, EREIEVwEES IS5, E2EEL~-
TAINATIE, /A2 —EO7 I JBERNEDENTND,

(FHEs ICET 2B FMER]

—fgd : AL 2 eIV Y e (Oseltamivir Phosphate) (JAN)
{24 : (-)-Ethyl (3R, 4R, 5S) -4-acetamido-5-amino-3- (1-
ethylpropoxy) cyclohex-1-ene-1-carboxylate monophosphate

—_

I

w

BER :

- H3PO,

SF3K : CisH2sN204 « HsPOu

SFE : 410.40

M R AE~MEAROMERIIRODLIMETH D, KL A
5 ) —=IVZETFRT L, T4 =)L (95) IZoRETeT <.
N,N-CAFINTE b7 I RIZETIZKL, 7=V
IIFE A ERTIRN,

B & 192~195°C (53R

SEREL - WM~ TR TARAIC B L. 7OV Y M ThAE

2T 5.
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(EkW\ EDEE]

L EHHIRAN TS > THRBREZIZE DR EONICHEHRT2 Z &,

2. BB HH DT, FfeIIER L., BRZHI TRET 2L,

3. Bt 4 AR LR ET 5813, W XIZWAT (10CLLTF) TRET S
Z & mBHMRE. #EERT CHRT S I L,

(2
53

]

IIVRIA420v T 3% :30¢g

(REg#GfT LDIER]

AHE TABIRIBRIA VTN I U H A I RBREEDRIEZ DA
& DB TERA LSS ICOMRBRIBAINE T,

(€239

1)
2)

3)
4)

5)

6)
7)

8

-

9)
10)

11)
12)
13)
14)
15)

16)
17)

18)
19)
20)
21)

22)
23)
24)
25)

fENERL - NRITHT S5 TR (=N : JV16284)

FENERL : NRITB T 2 B 5 0SB S (ESL : NP15826, WV
15758, PP16351)

tENERL  EIR/NE SN R R ONEINAL D R T BT S R EE O b
FENERL R E B ELALH B & O 7 RN I B U B BRI G5 0 SE W)
Fhagiss (ES) - PP16351)

HNEE : R0 >0y TEIROA T2V A O A E S (E54
WP16225)

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

HENERL © SRR E 2 A O BB E I BV 2 ]IE IR 5 O EEi S (H
7+ . WP15648)

FENER  BYRRAEEA] O AFD /T ORRIR) EOEMMAEER
(4} - WP15728)

HENER : MEEERE EDORE (n vitroid )

PR - R AR064-0796 % ("Ro64-08021C & % 3B HE K UV HENE N 5
> Xl (ESh : NP15718)

tENERL : M EER (CYP450)

tENERL  BIEER oA (TSR, FLRRNIRED)

tENERL B - AT DOBAT

Whitley R. J., et al. : Pediatr. Infect. Dis. J. 20 : 127, 2001

*ENERE B R E OIS BT 2 AR RRE (ESL - WV15759/
15871)

FAARIE=ER, fit : BRAYEAMERS 74 © 1062, 2000

FENERL I B AR TRtk (42H Rk 5D (ESt « WV15673/
15697)

HENER  SERE I OE T I TR R 2HERE) (HE5 : WV15825)
fNERL  SEIAHTRRER (7 HRERG) (ES - WV15799)

HNER . BIA PR (0HMERE) (EF: : WV16193)

HNERE: M 2TV T FARIROBRY A )L I BT Din vitroBE5H
N1

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

Mendel D. B., et al. : Antimicrob. Agents Chemother. 42 : 640, 1998
HNEE  BMETIICBIT 2% =7 NUREET IV

HNEERL 1 T2 25— EHEER

[3CikEEKR 5]
FEHRICFREHOLANBRIC D E E L TH FtIicZF@ER< 230,

okt ERERE Y —
T103-8324 REUHRHPRIK H AKEEHET 2-1-1
&% : 0120-189706

Fax

: 0120-189705

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

§ m RSV RN =11

RREFPRXEAXGER2-1-1
Cochey OV H—F

®RF.F7x> T 02 ath (A1) BEREE
84011379
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¥20154F 8 AkaT (BE16hR) (L : ckET &P

HA B o B

20154E 1 HEGT GH15HR) HAVIINIT oY OA )L RE 87625
ne
. ULoY
Mﬁ%'i;ﬁtﬁ: ‘REL!'ENZAR @
GEE — A% UL % . . .
LTS L) PFIENKIPRSAND T —A AT — 7K 8 % 5| 21100AMY00288
20014F 2 H

fr o % ERRE
AR @ @L3RICERR

S A s — s )
K 7¢ BA A 20004E12H

X ERAMR 20144E 3 A
SR EP 20074F 1 H

B B E 19994 2 A

[ £]

1. REZHEBEITHWDEEE. AR OB
HEREICKRFNT S Z &,

2. A 2 T7IVI T I A )L ZEGRE D F B D HAR
I F KB FHTHOD, AEOTFRLfE
X7 F I EE5THICEESHEDSHDT

Tijgk

[EOANAN
= 2] CROBEITIIHES LN &)

AFN D BT U T BUE DBEEE D & % B

(#ER% - TH1K]
g am || 7 UAY—HIFF I O KRMETF S O
B2 LU Tsmga AT %,

AW |FLoKkFIg

1 ® WE 7V 2T LADT ) AY —@T, ZONE

MIHADOHAKRTH %,

B I E L TAERZ SO,

[ZhEE - 2HR]
ABISOIBRLA > T )V T2 A )b ZREGYE DIRE K E D
i ]
| ONEE - MRICEET BEALDEE
L AFIEBRICHWAEEITE. I REORE
METOABRIIIBIA > TV T2 HF A )L ZEHPE |
DIFICIZBLATIBN I LB EA, AFOFMHA |
; OB ZEEICRHNT D &, ;
Do ARIEBBICHVAEE. 12 TIVIFRERD |
L REAG 2 HUUNICR S EBIBT S 2 &, g
V3L RElEFHICHWAEEITE. HIELT, 1270
: VI DA )L A REYYE 2 FIE L T D BE D[R E |
FHEXI IR EEEHE THD T OEERNRET D, |
() & (655
Q) B LEBEE
() RV R R A (BB IR W 5E)
: (4) BHRemERY :
DAL RENICRA > T IV T A )L ZIRAE I II RS
: 72, :
LS. AHINLH B I I3 AT ([E AR |

7. 173
Iz,

(A% - AE]

1. RERICAVWSIEE
WHEL AR NZE BT IEILEL T 1 EN10mg (5 mg
TUYRY—%2TYUALZ—)%, 1H2ME. 5HHE, HFHO
WA gR % HWTI AT %,

2. FRRICAWSIEES
HEL AR NE BT IEILEL T 1EN10mg (5 mg
TUAY—%2TUAZ—)%, 1H1[E, 10HH, FHOD
WA BZEHWTRAT S,

X F% - ARICHET 2EALOEE
P

L2

AH 2B VDB A, FRIEk. ATRERR D |
AR5 2 BIAT 5 2 EATEE LW GERFEB 2 548 |
FERAR R %12 B 5 2 BRAG L 72 B B 2 |
HMT ST —213EsnTnan), :
AHEFHICRWSHEITIE, KO AUCTERE L T |
ez, '

(DA > TIVT A I ARG FE 1 i1 5 H A |

WG &2 BIIAT 2 2 & (Bt 3oR k@I |
HEMMLZBECBT 262 ENT LT -5 |
FESNTVARN), '

DA > TIVI YA ) ZERHEIAT B PRI |

Az U CHHAL TW2 OB RFE T 2,

R SO . T UV S 2 £ D B MM B |

BOBHZEFHITK L, BHEMFREREOHRBICHN |
2 W ASE (R PR FF BRI S8 SRR AR ) 2 OF
THHEITE, ARERGT ANCHEAT 2RS4

________ BISCL(ERREAMERIZO.
(A LEDZEE]

1. HERE ROBFHICRHEEICKREGITDHIL)

ALEFITK U CBRIBUE DM ED & 2 ¥ ([EEm Lk

AR B
2. BEREANEE

(1)

%)

(3

HEBERII R TH 2 HDD, AFIOMEFABIC R
TENE DR MARER 2 B L 260 mE T Tn
B, N RFEFITONTIE, BWITENICK D
LD N —DERZ;1-T 5720 D FRERY ki
ELT, RANC X ZBENHBINZRIT, ORFE
TEHORBEOBZENNHZZE, QHEBIIBNWTE
BEITOGG, Pla< &b 2 O, REEZHIT/NE -
REZEN—ANTESBENEOIRET S ZEITDN
THE - FECHLFHZITY 2 &, B, 127
VI HRESEIC L > TH, FEORERNBEND &
DWENH DD T, LR ERBEOHTHEITD 2 &,
TR NIRAE D B F T T 2 @R DI, R
ERTIREOEREZICHRET 2 H G510, BEORRE
TR LN BET DI &,
BEXIPHEEOREEH (2L, 2ato1 > 7))L
T EIR 2 I TR VERD) 205 & U 7= #Edk DR
HPEEABRIC BT, 1361/ 1 BlC RS SR 5
N7z,

A2 TIVI A )V ZREGYEIC X 0 OB AEN
TUET BT END D, ARENIEGRITKE GO
WHERE DR T AIA BN E VD HENDH D (IR s
R OMAREN I WEFITBNWTHRERRENH
%) TOEIWBIERDND 5N BE. AFN DK
HapEL, @YURNEETS Z &,

£z, QUE S0 BT DM B ZE I i 1 R 25 D 1B PRI
AR D & 2 BFITARK &2 %55 255 1TI3AH
BEBICRE BN SRR D D 2 L& H
FHICHHTHZEEL, NERFICHEHTE 2L D EE
M RIS SRR 2 B IS8 5 2 &,
BB, BN EEE ORI WD W ASE (JEK
Fi/E R BB QS IR A ) & 0F 3 2 551213
AR BG5S HEICHERT AL OHFET L &,
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(4) HIBEREGYED A > T IV T 1)) AEGSEC &0 L
720, A I INVTTFRHEREERAIND Z 0D 5,
MEBRYYE DL AL, PiEAl 2R 5322 EHY)
BALEZEITS 2 & ([Rhfe - D RICBEIE T 2 H Lo
HEIZE),

(5) AFHEGBITEMHR T g v VIERED LN ED
WEND D, TORMOT a3y ZEREZA > TIIVT
YAV ZRBAYEIE D FE, BiKEE O HikEE
DEACITINA, AFZEHRSBKALZIE, FHEE
SBZIEDZZENFRERSTZAEENEND D, £
FIIZHH SR IR I N TV DR AEZ 31
X, <DAWEIRRE (B ZIXEMEE) T]RAT
LHEOBETHE, Foe TOEDIBIERDRD S
ONHEITE. BEICLZE & 5 ELERITHRD
EEBHIT, MIRZTO R EBMY)AEZITS Z &,

(6) AFNT., KMMmEL THEAZSDABE/KIY 28

HALTHD, AR L CGREGEDMTRED S 5

BECRGLEBIIY 74 5% —NdbsbN

EOWMENHDHDT, HHITEL TUITITERET

52 &,

3. BlER
R

<BRA >
FE| N B PR AU BRIT B W T RRIEBI291451] (40mg/ H 1114,
WA - SN TFAOR] 2 EE0) . 5061 (17.2%) IZHGEHR
MR 22 ORIERANMRE S 7z GKFER) .

5 P It A8 2 e OV 7 P A A A 53931 v, 68451 (1.3
%) \ZEIER NS S Nz, T D FER S DIE 1341 (0.24
%), FE& 7 B (013%), Hols - WM 7 B (0.13%), MH
R 6 451 (0.11%) TH o 7= (FHEEK T,
US>
E N EGRRBRIC BN T, BIEFN455 3, 361 (2.1%)
IR A B % 2 O EIE A 2 S X 172 ORFERE)
I T R R A 784m . 1361 (1.7 %) 1T B R AR A Al
B2 S ORIER NS XN/ (HEEKR T,
B4
EINEERRBRICB N T, BIEFefF, 26 (1.2%)
I EE R A (B B 2 B O RIER s S Nz ORGEEE) .
el R AR A 2800 . BER ISR E S a7z
(FEREK TR,
() EXZEER

Navd, 7F7245F>—2avs, 7Fr745
F o — (MEARTR, MO RIEE, e - EEERES) (B
ERFAE NI 5 2 ENHBHDT, BRz2 5
W, BENRD SN CEESERIEL,
WY EZEITD 2 &,

DREXEE. WIREE [ S E, IR (T
NBHHEERHE )N DT ENHBDT, HRE
Tz T, BENRD SN E ISR ETRIEL,
EYRALE 21T S T & ([EERIEANEE SR,

3) hEMREIESERRAE (Toxic Epidermal Necrolysis :
TEN)., RE#EIRAE(ZEF (Stevens—JohnsonfEZEE).
SRHAIHE - AR R EIE R AE, Bk R RUE fise
e ZIALEE (AT LD SEERIAED. ) LD BB
[EEENH SDONDZZENDDHDT, BRETHIC
T, BEMED SN AICEESGEhIEL., E
Ui LE 2175 Z &,

2 ZofoaER
UFOXSBEERDD SbnBaicid. EIRIC
U CHlEYRLEZTD 2 &,

0.1%~1% 0.1% Kifk SAREBRY
B 8 A | HE MIEIE, SRS

SEE, TR O U U, AR| i 2k E
ARAE SR
T O, CER|{WEMREZER D, DN,
WO g0 EE EHN BHCRIR. BEAR
PRIk

WEE, MR, S E R

BEEER

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

0.1%~1% 0.1% Kk SAEARBREY

& & & i

" SEiT. JEEh. B, .
25ER (i

TED) B RS U3 DA THED 5N TV SENERIZ DN TIE
BEARHE L7z,
12) #E7LTOBEMEE 1 0.01% A
3 DX GHITERGERIETS 2 &,
<A PR AR >

| N PR B C 4 & LS YA IR B T A b Nz 127
BMERIZLUTO®O THY, FEHEEINTND 1%
R TH oIz,
Jetp, BODREE, WE. KGEHIN. BREREE, S DR,
e

vy

4. 3R, ER. RABEAORE

(1) W SOIEIRL TW DR D & 2w NITi 59 %
HBEIE, R EOFRENEHRNYEZ ERS &k
ENDYBRITOHEEGTH L, T OREGIC
B9 22T L TR, BiER (v b,
UHF) ThREBBBEN#RE SN TND,]

() FAWIHEKEITZHEITEIRAZHTIEL I & [
IR T D7 EVEISRENL L T, BI%ER (5
v M) THHRITBT T2 2 EMlE SN Tn5, ]

5. hNBEADEZRE

(1) NIZHR LU TIE, AF 2 ARES TES &
Wz aIcosREGT 22 & ([HEHLEDRE]
DIEZM),

Q) EHAARER, #HAEE, AR 4ROzt
T HREMIIREST L TOARWN (F FRRER DYDY,

6. BRALDER

(1) AFNIIRA OFHBAZRZHNT, HENNOTA
BEICOARMHTDHI L, XTI F -5 L I3
MENTIFRER IR L & AF (BAH
HAD 2L, 7710 —b L <3N T
ke z L TA > 7V T oY ABRBEICHKEL,
RN T H % FLHEIC K 2 EREER DPHZED 2D IT A
BPRCLIEEOWMENDH S,

() BEIREET RN OERWALR (T 1 ATNT
O ROMERFBAEZEL, HHAEEZRET I,
2B, NRITH LU TR, AFZBEINTRARGTED
CHWENHEITOARETH I E (VNEEADR
GIDEEZHR),

() T I ENAKFIRENEND T, TURY —
IERADERNI R EHIT S T &,

() &) %]

1. mAERE

(1) BEERALA
A B TSN O HEBERR A 1T 10mg 2 BEIR AR 5 L 7 & & O
1 T B EHERS B SRR X 5 A — 5 % BAF IR L 72,

50

N
S

£
230 —
= —S—EANT—5
= —a— =%
20
® (CE#+5D)
=

10

o . . : : -

000 200 400 600 800 1000 1200 1400 1600 1800 2000 2200 2400
51 (15
Cmax Tmax AUCo-24 T2

(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

F7=, ENOEBEREAIC20mg® 2 1 H 2 [8] 6 HEER A S
WA DR IZ10mgz 1 H 4 [0] 6 HiF IR G LIz& &, &
S LGOI VAN oY e

(B AFI DKM EL 1 [H10mgTdH 5.
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(2) BHERZEEECBNT—%)

R NI iR L T, EE OB e E SRS (Clor @ 25mL/min
FIE) TTah I 5 ASIEE L, AUCold 4 7 fE588mL 7=, ZOHE
B RERE R R FIGEFE AR (1 FNomg, 1 H 2 [8) % 5 HiEk
ARG U F-RHCHEE SN BAUCE, fBERR A IT600mgZ 1 A 2
[B] 5 HEERIRNTE 5 U BB L2580 72 IRF D AUC(73110ng - hr/mL)
DD 1 TH oz, TOITEMS, WH TG EDH
BETOVNEZIRNEINTNBE, ENICBW TEAE
fEEREFE 2GR E LB fTbh T, BB, B
(DAY R PR DAN = ¥ 3: 2] 4 R A N ST R N [RS8
W R O BIBIIRE S L Tniny,

(3) FFisEREEEE
AENIFTR# I NN, BB, IFHREREERFICBT S
AHIOEpBREIIMET T TR,

4) =SmE
BERT—2%)

i 6 B1220mg™ B[Rl A 3¢ 5- U 7= K O ifn H €A S gL
R A & s U CTmax & O ol 2L & 38603, CmaxtZ#91.5
%, AUCIEHRIN.6fEE Do T2,

(GB) AFIO AR RIL 1 [\E10mgTdh 5,

BNT—2%)

BB, WA TR AEOEEJIMRENE TH D, BE
EERFICBVWTHRGSRORBOLEIZZNWI ENS, &
MECPNTHREEORBIILERNEINTND,

(ONIY
PN & S D /N2 10mg 2 Bila i A% 5L 7= & & D3k
FREN T A—F Z LN IR LU 7=,

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

EXF—% (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. - HE

1) fEERERA
[E N B O 7k o i BiE Bl A1 10mg 2 B | A#% 5 U 72 & &,
P& 515245 = T O RE(AR D R b PRI EN TR G &
D9.63%., WS T7.08% TH > 7=,
BNT—2%)
F 7z, RO G DAESHY AR BRI 2R GHAEE D S ORI
132%"CTHO, FROIFEFICHHEINDBDEEZ SN D,
755, fEHERL AT 50mg~600mg 7 Bilal E RN 5 L 7= 35 A
Pt 515245 [ & T O RZALAR D FR bl 2R 13 45 58 DI85
~95% T, IFEAERBEZTT. RIIBE2N L TRFBICHE
Iz,

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

3. #HEEA
ARIIIFIRANE G5, R 220312, RO BRPICRE
fbiRE L THRLEI N, £ AN MFF N7 O LP-4500D
B TREOMRBEICHEEE 5 X720 2 &A% vitopd B CHER &
NTn32,

4. ZOMOEYRERN/NTA—F
MIFFEFBFEE : 14%LLTF (in vitro) ?

(B8 &R Bk #&]

<AFICTRBE N-EEREERAE >

1. EBRABERSERRE

(1) ERNRCEITIHRAZEINRE LBRRSERKE
HF I EJLILA (20mg, 40mg/H) 5 HIE#HEGIZBNWT, 3
FEMEIE H T 2 R E/R 3 EIR (FEEL.  SE S O AR ) D g gk
GEBINE AR 237.0°C AR, B R ORI [IEEAE
LATI 5] UE HERA2 W | DIREEA 248 RALA L3 L
A EBRETERR) L2 T IR 2RI EERE
ICE DL /=, BEFEINZ3IBBFON. [FEMEISUIER)
DT — & H3FEAM T & 72U 1561 2 BR U 7231801 2 5 30 1 bt
TG EIE U THRAT L 726G R, B O REITNTHORS
40H CHEMEMICABEREZZ R ooz, 2B, Bk
FEfart N SR U 72 REFIEE8941 (26.7%) Td > 7z,

A 27T YRR (B2, BERRUHAR ORFE
(BRI RBREER : BRA)
SRR (n=183e A 20
#lZH 2HH 3HH 4HH SHH 6 HH 7HH 8 HH 9 HH
Pa@ 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)

SR

;gﬁ/ta\’gi 40 139 327 624 782 861 941 970 970
(Tiow (n=4) (n=10) (=19) (n=30) (n=16) (n=8) (n=8) (n=3) (n=0)
YL

smg/Fige| 0O 136 355 582 782 873 900 946 946

(=110) (n=0) (n=15) (h=24) (h=25) (n=22) (n=10) (n=3) (n=5) (n=0)

HARSERIZ, 2 HEAKU 3 HEIZBWTHEF I ENVRA
FHI T TR LR N SR T A 5 Nz,

100 HAREEROHS
Sl e TR

o BT —o— 20mg/H B
N L —— 40mg/ B B
@ 39.0 9
I a8s5
BN
mg 380
®
P
L3

37.0
€
O 365

36.0 . . . .

[IEA=] 28 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
7o, BIRAFHEIEE Tdh % B SER GEE. 5. 5

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

A2 7IVIUYER (2. BBfE. AR, RUTEEER)
DEFHZE (ERAREER : BRA)
s AR (0= A B0

#lZH 2HEH 3SHH 4HH SHH 6 HH 7HH 8 HH 9HH
TR 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)
H%SE)I/‘ 0.0 6.4 206 333 524 66.7 746 794 84.1
40mg/HEE| - _ - _ _ _ - _
(1=63) (n=0) (n=4) (h=9) (=8) (n=12) (h=9) (h=5) (h=3) (h=3)

(2 BRICEIFZNMNEEMRE LBEREBRBE

5~ ETONBELREL, FFIEIVA (0mg/H) 5 H
M 51C X 2 %% 5B Openith) 2t L 7z, LEE
fIEE TdH 2 > 7))V T2 EEER O (AR (k) 37.5
CAIM, W% 72U 1303 TR E ], 8w, WASE,, 2 - JE5E
A - BEETR S [72 L/ KIT7R ST WFRE | DARBE S 2405 T LA
LR LGSR RBEER] ETICEL 2 HE (hofi) 1%
40HTHo7z,

2. ERNFRAEBRBE

18Pl L OEEEE O FEE S E L, HFIEILIA (10mg/
H) 28BS IC L2 PP (FoREMBE L&
B bl al B) 2 GG L 72, T OFER, o > 7V T U HERIE
WoFEH GEL G7.5°CLA L), FEEUE, "%, BEJG. MHEEN. AN -
BHIEIR DS B 2 DL EDERDFEH) KA > TV T HFroA
IV DRI N /- BE OEIEIX. T I EIVER.9% (3/160).
75 REE 3.8% (6/156) TdH > 7= (0=0.331),

<GB TR N-FERREBRRE >
¥ 1. BIAEERRE

() BACEITIHREANENRE LR
A 2TIIVI T IA ) A DRBRED MR S T IERNT BN T,
R, BN OB TIE T F I ENVRAZ G T 5 RIC
FEUABITHEWE A 5 N0, IBIEFIBR DL N> -
Ik TIIAFEE 7S REORREICE L 2 HEu
DWTHAINBRAEBZITRD s Nho k.
2B, NS OB TIEBEL > 7))V 2B )) AREGYEIC
KT DR AR T DI FHD TIEFIRSIEE I NI o T2,
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A7 NI O YEROBRICE L /2 BE (P RE)
DIRIHER CBINEBAR : BA)

F i rEER N ek
M 2 LAE B 5L 4554 3564 77761
RBETEEN S 644l 184 90451
S U 79 B (14%) (5%) (12%)

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

" s 75.0H 75.0H 7550
G En b p=0.011 p<0.001 p=0.228

4554 3564l 7774l

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

fr e 245H 75.0H 75.0H
. h;v% p=0.004 p<0.001 p=0.078

e = 32141 277151 5694

FEEL. UEJE. AR, TSR K OMZ O 5 R D4 T ORERD
BT H5DICE L HEEEIE S LT P+ 2 )L (20mg/H

WA DESMEZE, TSI REHBEL T
A2 TINI o IA I ZADREGEN

A U 7ze AT

RS NTAE R & AR
O ez eplE vz, oG, sBRENE 0
SN2 TR, PP IR T IR LR E T
OFERKZI0HEH L TWR, HEFia 2 mt
SNz, BBA L TIVI T IA ) A DEGN RS
NTIEFI T F I ENVERL T T AREICIE L, 1.5H (p=0.009)
DOl BREMMNH SN,

A7V OYEROERICE L= BE (FRE)

GBIV aEHER - BETRIFIREEZE T HEE)

P IR, Z I E)L20mg/H

DEEMMER DHER
B2 EIL20mg/ HR AT BT 2IER OB OES 2, %
GUREZBIOER, 1> 7)WL T TA )L 2 DRKGH R
SNEEFIIDOVWT_EERIEICLD T I REMREL

T L7z,

BB, FEENE L0 (DEENIRIER37.8°C AR

DOFERMEIE) . B, AGPE. WEEERE K& OEAY [IEE | X
V& TAEIREE | D IRREA 24055 ] DA B8 U 7o 33 15 22 Rl & 2 22
U7z, T OfER, MR BN DR TIZY I BV
7 IR LA BICHWEE AT S5 N2 kot
BRI A BRI A S N o T,

A 27NV HEROERCE L2 BE (P RIE)
GBIVAREER : RA)

LS OB E F- (2L PN )
FRATEREA, SR s HF+3IE)L20mg/HE A AW
Ay gkt ]
FEk | 5.0H (n=227) 6.5H (n=228)
BN | 5.0H (n=174) 7.5H (n=182)
ek | 5.5H (n=412) 6.0H (n=365)
A2 INIHFIAIAD
QAR S 7=
F¥ER| 45H (h=161) 6.0H (n=160)
N | 5.0H (n=136) 7.5H (n=141)
k| 5.0H (h=312) 6.0H (n=257)

FRD. mEER. BN ROk DEERICB N T, ALH D0
BRIA > T IIVT A ) A DRRGEH R S N - BE T BT
DFEEL, BENE. AHAE. WEEER N OURE IR O BRI B L e
H¥ (hfif) 2 U NITR U, 7ads, BRI > TV T > ¥
AV AERIEIT T T D RNR Z MRS 2 IS F 3 TR IE B A
RS N85 e,
TAINWRBBDOA 7 VT o HEIROBRBICELZBE
(FRfE) CBIMVARER : KA

A>INTY HFFIEN e “

A VA DT 20mg/ B IR | B0
AR 5.0H (n=544) 6.5H (n=493) 1.5H
B 45H (n= 63) 6.5H (n= 64) 2.0

2)BIRA AR FHEIE B DR
ATIINIH A A DEGMER S N ER 2RI,
HF 2 E)L20mg/ HEAIZ BT DER OB OEX 2 75t
REWBEL, 12TV oHFIIBT 2 —RNSEIRTH
D% & FEE DR K N R A OHE (RE X%, R KO
RS ERE) OPFFRRIZDWTLL IR L2,

% & RMDERICE LB (FRE) RUSHEDHRE
CeibaEAERR - A

£ 1 % DR H JEEL DR H B OEREDEFE
g FFE) S FFE) . FHE)) e
o g 7 7 7
SN e Tk 2ormg/FIRE T 2omg/HEE T
BBk | 3.0H 3.8H 1.0H 1.5H 24% 30%
W N | 3.0H 40H 1.5H 2.0H 24% 33%
& k| 3.0H 45H 1.5H 1.5H 15% 22%
IR ER R TEBREE R, EFSRMHEEEAL ORI K O DD
B PHE D BEFER
3N ZDMDIMER

2 B PR B AR O JiE Bl i T T AL

AR B AR IR 12 8 B3 LRl Y 5

WEE (BNH D WIZH BN T383CLLL) . &% WIdIE
IROBENEHEDEE TREOERIENEL D &< 722w hE
TEDH D ENRENTz,

) BHCBIFBNA) RV BEEMRE LBRARARKE

DBIMNCET HIEETRIFEE 2/ IBEMAEEMES) 28
B E (CHD B E TOMRKREERBIE
FACEER, RN R DMERIT T, &8 S S SR 1 PAZE R It
PR (LLFCOPD) ZEMERBICH DA > 7NV T HF U1 IV A
BRBEZWRE LB E S N,

N FFICN | o e |

AT 20mo/ H B¢ TIu R | BEO%E| PlE
AlBREE 2B D A1 - 421 |6.0H (n=262) |7.0H (h=263) | 1.0H | 0.123
ATNIHFIAI A -~ -~
ORAH BN T S 550 (n=160) |7.0H (h=153)| 1.5H | 0.009

HEREZOFBRIL, H5HCBNTT I RE42% (111/263),
HFFIEIVEEB8% (99/261), HHRITBWT T I RE35%
(92/263), HF I EILBEA3% (112/261) &N T 306 i T 62
EThol, HANEHENDH 2 EHESN-AEERIL &
HrzBWTT SRR 9 %(23/263). ' FIEJLEE 9 %(23/261)
THD, HEBITBWTTIREE2 % 6/263), FFIEIL
1 %A (2/261) ThH > Tz,
ERAEFFRIIWE, AISER JEXRTHO. WEERH
AR SN o T,

JliFEBEIZ 63 2 W) X B )L D528 2 i B U I COPD 2 JE i e
BIZHDAM VINI oI ARREEEZNRICT It
RNEMEE L THM Lz, MitEEORZEE LT, B
i DB & 15 D E RIS & (PEFR) D2 b (BHFHIE) & 18
& (FEV1.0) (1 HH. 6 HH. 28H BT E#EHEC THIE) 2 M
Wiz, B2 ENVA TR O KRIFSRE (PEFR) D FEHHEI,
TR U BIFICHERS L. & E5RMR% 6 HE R U28HH
THiHRED B G BGRT R 0 1 B2 & (FEV1.0) & 2 VIR KIER
Wi (PEFR)220% 2 A TR FLZBEOHEEIZYFIE
NWEEE TS RERICETA S NN S T,

2)BIHMNIBIFBNA YU R BETOEKREBREE
NAVUAT EEFRINTWDEEL 65 L, 1BTENE g5
B OEInE 2 bR < ORI, BERE, AR eRE
DONWTNMIZEEY) OEMZ, mER BN K Ak DK
SE AR (3 AkBR) WO f ALK TR X 47/ N R R R A B
FALER T OERRSE AR, TRiRET D720 OFEN TRt
B (FHBRICHEAANDEA > TV T A )L AEGEIC
BELZEF) NSHE L. ¥ I E)L20mg/H AR 5B
IZDOWT, E5INEZL2HKTA > TIVIT o HFTA IV ZAD
BN MERSNFEHNCDE T TR EZRIBE L CTHsz L
77
I E)VBEOFEEL, B, M. THEEE & ONZ O 5 IR
OETORERNERICET 2 AT, 7T REICHL,
BEINE2ETISH (p=0.046), 1 > 7T I1ILA
DREPDMER S NFERIT2.5H (p=0.015) OF Z /2 EHEH A
5Nz,
A7V OYEROBRRICE L = B (FRE)
CEIVEERER : N1 YRS EE)

- FFIEN s “
fiR AT 20moy H B 7oA | BEOE| PlE
#hEnizah 55H (n=154) |7.0H (n=167) | 1.5H | 0.046
ATV oHF I A _ _
DR T B 7= 5 1 5.0H (h=105) |7.5H (h=122) | 2.5H | 0.015
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3)

/2. FUEYEIC X DB EGLEET 2 RN EHHE DR
BRIZ, 5 IN2FITIE. FFIEIFTI6% (24/154)
KL, I REETIZ25% (41/167), A > 7V T HFoA )l
A DGR S N 7= LM Tld, ¥ I EIVEETI13% (14/105)
WL 7SR BETIZ4% (29/122) TH O, HFF I EILEEC
BB HEHERIA AL o 72 GG IN=2Flp=0.042,
SIWIF A I A DS ERE S N EBIp=0.045),
MEMEICLZRBREVELTIEAMHEORIAE
GCBIVRERER : N1 Y RVEEH)

AT ;’;?;Eé; FouAEE IR Pl

BhIn=a6 16% (24/154) [25% (41/167) | 0.63 | 0.042
AVINVITIANA| o

DRI = 7 1 13% (14/105) |24% (29/122) | 0.57 | 0.045

BERFOFHRL, ¥FIEILEETI9% (60/154), T5%
REET43% (72/167) ThH o7z, BHEL HALNTZBRIL [
KUEIR OEAL /T EAER OB TH O, ¥ FIENHT7 %
(11/154), 7o REET14% (24/167) TH > 7.
WEFNOPDOBETSPILULERIBLZEESER
GashaiEaEg : N1 URIEE)

e TS REE [N 20me/AH
AEER n:167ﬁ n:154g !
HEFLRTEBIIE 72(43%) 60(39%)
it EAE R DB/ B R DN 24(14%) 11(7%)
QLR 1(7%) 7(5%)
M It 5(3%) 5(3%)
OEW 3( 2%) 5(3%)
Jili 9& 1(<1%) 6( 4%)
T RUB R SE 5(3%) 0
% 6( 4%) 0

Froo NTURZEEOS BEBEMEREREEZALTWD
£ (FFIEIEI096, 75 RE36) TORFERES
DFBRIT, FF I EIVEET41% (45/109), 75t REETAS
% (51/113), 65K%LL LD Eiina O (35 2 EIVEE36HI.
7T REOBND IZBWTIE, I EJVEET39% (14/36),
T IR REET45% (18/40) &, WITNDEMIZBWTH Y F
SENVBR T I REEE EA S o 7,

BICEITBNREMRE UBRAREEBRBIE
5~1RETONEEMNRE LB G Z, RAZR
S L& LB ERG R EFREO M- HE T3 EJL20mg/
HE A, 5 HR%5) TRiEL 7z, FEEMHEH CTHEH 1> 7
VI T EEER O, AR (BW) 37.8°CAdM,. % [7zL ]
SOX TREELL Wi - BAERE. WHSEYE. AU - EEKRUEE
W (72 U/ L fER B D KNI 5 78 DIRBEA 2405 DL
Bt L= 582 B EER] ETIRELZHE (P i3,
ATINIHF AN ADBENHER S NZEHICBNWT,
FFIENWRGHN T IR EGRICLLARICEN -2
<0.001),
A7V UYEROERICE L= BE (PRE)
CeibaEaER - MR

. GFFIEN | oo |grose| PHE
JEET SR 20mg/ H ## 77 eAR |\ RH0% OSHRBIEID

ATV IZHF IR _ _ <0.001
DR B 75 40H (n=164) |5.25H (=182) | 1.25H ©5.20

X 2. BIMFRAEBRAE
() REAICEITHRBETFB GBIV

FIENIZBNTA > TIVI T I A AIRYE B E RS
NThe, FE2E(SEUER) 25 FIE)V10mg 1 H 1 [EE
7StAR 1 HEL 10HMBADWT NATEID I, FE%)
WAEkB LUz, ZOME, > 7V PREIROFE (D
RIR37.8°CLA B FE B, 1%, SEJE. WEENRE, RSB
2 DL EDSEIRDFEB) A > TIVI oA )L A KRG
RBINFZBEEN 1 HILLERD S NEFKEOEIET. UFoED
DTHoT=
AVIINIVYIA N RARREREN 1 HILULERD SN
KEDEE (BN FRHEER)

a4 TN T

i Bk 1omg/ PAA N Pl
NAI30010 4% (7/169%%0) | 19% (32/168% /%) | <0.001
NAI30031 4 9% (10/2455 %) | 19% (46/2425 %) | <0.001

(2) E—HERICEEL TODHERE ICH S B REETH (B

A2 TIVI T I AV ZIEGIE DFEANFRD 53T B i
2RI, YFIEINIOmg I HITEIXE T R 1H 1[E,
8HE A DWTINITEIO T, TR ZE KL=, =
DFER, A > TV T PRERO T (DEARIRE37.8°CLLE X
VEFEEUR. . B, WAEENE. MR OS5 2 DL EORER
DFEB) A > TIVE I A )y KSR R S N7 BE D
EHZ LTOEBOTHo 7,
AVTIWVIOYOA )N RABREIELREDEE CBINFREER)

o HFFIEl e

it Bk 10moy H B PAZA &Y i3 PfiE
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 I3 2 =57 1 —IZJB T % sin & (65m% A 1)
BEIRIE &9 5 RE, BRI EREE B DR B ERS
LDONA U BEENGE L Zilb,

NEERERAICH (T B BRET0 GBI

A TINL T IA ) ZEIIEDFENRD 5N TN DS
FER% D AT 2R R, FFIEI0mg 1 H 1 [a 303 B
THEL, 4HMEGOWTNNICE O AT, FRiZIRZ L
L7z, FORE., FiizfmROLERZFRBEL, 127
WL IA)N AEENMHR I NZEEOEEE. UToE
BOTHo7=,

AVTIWVIOYOA ) RAEEIEREDEE CBINFRHEER)

h FFHIEN .

2 o A *

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

*NAIA3003 @ ABIA > TNV T o HFIA N AITH L TR F Y
LB TN T UYL AT LT T TR ERS,
NAIA3004 : AR > IV T I ARV > 7 )T
SHIAINZADNWT UKL TH T I REHK5,

5 <AIBIC T RIS N/ SRR AR >
() ERRBE

A TIVT I F A )V ZIEGE DIEFRIBE 2 i R A

BICBITLREMERTEIMEILTO LB TH S,
RN

97.2% (4041/4159)

FREMTR R T

INA D) A7 BFEDS

97.2% (3643/3747)

N YR B

96.6% (398/412)

N | i (655% P4 1) 96.7% (204/211)
6 PRI 2 (S8 S . COPDZ &) 96.0% (169/176)
A |\ fEBREE R R (B ILEERRS) 100.0% (28/28)
RIS 98.0% (50/51)
7| BHEEAR 100.0% (3/3)
~ 5 A 100.0% (44/44)
g 5 J%~ 15 A 98.1% (418/426)
5%~ 65 % A 97.0% (3375/3478)

EV A 2 TINT T IA ) ZEIENEIEL LT ES
N5y A7 K+

w2 Az [HEsh], THEARREI DS B, A Y EMA
(2] &HIE U 7= Sl
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(2) ﬁiﬁﬁﬁﬁiﬁéﬁlﬁ
1A
4/7w1/ﬁvfwxm JUEIZ KT 2 ARFI DA M % iR
T 5780 A TN THEBRF v N OBREERDEE
ﬁf%otSﬁHL@WA$%&UBﬁ*ﬁ@$ R

S LR RARsaEE TN TN Ewm Lz, > TV T

> BB R B SRR DT B A (P R I3 LAF D & B

DTH5,

TR H 8 (h i)
22N /N
FFIAE (SEPLE) | (2 ~158ekil)
A TIIVT S EEERE R | 3 H (n=421) 2 H(h=334)
iR EL 2 H(h=387) 2 H (n=430)

H ATV T EEER - SO - FITF B, 08

DiE A A IS BIEI DN A %

2) Fbh
A2 TIVI I A ) ARGHE D TR 2 A 21 2 i

RITDHE0IC, AVINIOYERIEL WS EEORRE

F D D WEIFE LR E MR L LZiflEZT o2, TOD

fE A AN TR GRE R QIR TR G TOA > T

VI Y RERMNIZFNZFNI13% (3/26661) e T85.06%

(16/316f1) TdH > 7z,
E1 D BB QG7.5°CLLE) . ST - FIF. . D EDT A,

ﬁ*l’\]lbi%@ﬂn@fif D55 2ERLL LA L C1.5H
kAN, oz Y N0 BEOE G
[ZE % 3 ]

1. invitroCOBFE
ARG B WIEBEIL > T IV T > A )L R % &Y S 1 /~Madin
Darby-{ X B igfAZICx LT, HF 2 BV REKFEN R
ANV ZER 2R L, T DICofililZARIT I L 7C0.004 1t M~16 11 M,
BRYIZ K L "C0.005 o M~1.3 1t M, ICoofBIZARIIZ K L C0.065 11 M~
>100 M, BEUZ KL T0.065 Lt M~8.6 uMT&H > 7=,

2. BIMETITOEDMN
ARG D NEBRIA T IV A )V A % SN RE U
PRI AWK L, FFIEINDEENFGIE~ T Al
FOTA I A Il % FHBAKGFITR RS ¥/ £/, AllD
DWEBEIA NI YA ) A2 S ENIC M LR &
71l MU T, P 3 EIL D SN G138 N
%f?@ﬁf»xﬁﬁ%ﬁ%ﬁﬁ%tﬁ?éﬁ‘%ﬂ%mﬁ

3. fFRF

FFIEWE, A 2 TNIF YA ARMEITAET 2 BEH
AT —CORERMEHERTH DY, AL 7))L T
SHUANATHLNTWLZETOYTF 1 TD /1532
F—EROBMA TNI T IAINAD /A 5325 —F%
PELED, DAINA A FIZF —CRHL<EEINE
T AV ARG ST B DICRETH D, 51T,
T AV ADVKERR & 38 > TRGE O B EAIIICHEE T S DI B
HTHDLWRRMEND 2, FF I EITMRALSEML,
DR EEY 2 2 & TLUED LM 5RO 1 > 7
WL HIAINANET 20 %MAEL. ARLKUBRIA > 7
WIHFTAINZDEROIERZHIET 2 EEX 5N,

X 4. T

BEA TN T IA N AR T 2 F I EIOFR
R U 7o s AR f OV AR B PR AR O M NS TR0
W U= s R B D L 3000 LA L DB EMN S S EEL 72
AVITINI T IANINAKICBNTEF I EIITHT K2
PO T LUKIZBD S nahoz, THETDOEZ A, Bjé
A IIVI T I AN AEGEDRIEH DT Liz/hE
FIEINZE 2BEBES L ERICBWT, Y3 twm@
MHEBOHERDH D,

ENIZ %uTwA&UmE%%%ﬁ% b i N | A el i
REA D IINT T TA ) AMBICET S8 217> 722001
FE~20054E S — K > L BN 20064E~20094E > — X > 1 /N
T OREFR, ARG RTOILGZITHHE - FE L 72580610 &
FHOA L TIWNIZ TN ZRDICoE L O, FF 2 EIVIE
MR I N D HRITERD SN ho Tz,

(B ICB Y 2L FRIFR]

—% 4 1 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 CoHaNOy « XH:0

PR BEOMEKTH S,
IZRRETIZKLK, T /=)L (995, 7 h=rU)L
NP ITFINIT—=FTINTIFEAEBBT RN,
0.0075mol/LEREEVATRIZ R im T Ic < W,
e WEETd B,
SEREL (ogP) @ FF I EIVISMIPEA > 2R T 5720, HER
BOBPEEAREE > 7z,

(ERiR L\ EDERE]

RIRIEHT LR

AFNE AR UIBELA > 7 )T 247 A )b RSP O FEHE R D st
DHIMTHA LB ICOARRIE S £ T,

s [ 58 5 4]
AH @Wﬂﬂiﬂ_’,@pﬂﬁf’ﬁé‘%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, etal. @ 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, 14711474 (2000)

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

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

(REE-P
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HNAFI— 7 k& —

TEL : 0120-561-007(9:00~18:00/4 H i H Je 4 #fkE H 2R <)
FAX : 0120-561-047 Q4 [E15Z A1)

EHEHRFETT @A)\)
930V -AZRAI9514 VixEtt
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* %2013 7 RKET GB6 MR, BERTEMFCEDERLOEEDEDKE) H AR e 7 i A R R
*2011 & 8 AT 37605
M 3k EiRRE
AR © SRS ICEOR N7 TEaD
-+ N N s P
AL TNTZTOANAA RS | 22300AMX01152 [ 22300ANX01151
T3 AR D SEAMCH | 2012486 20124F6H
* m— °ﬂ Opem» 2 . BiFepks | 20104E1H 201041
SEF DI EBEHER I (300mg | crwr | i | o

@® A X B

'SEFPDIEHEER 7 150me

N3 I E)LRMPESR

®
RAPIACTA for Intravenous Drip Infusion

&Eo [TEh8E -

[(EE]

1. AHFOREICHEL>TIE, FHOLEREZEECKRFTT S
MRICEET BERALDER] DIESER]
2. AEDOFHERECEITZAMERVZTEMEEHEILL TV,

[22 (ROBHEICIFI/EE LA &)]
AR DR I3 UBREDBRERED S 2 EE

(HEAK - 1K)

<3hEE - MRICEET ZERALDEE>

(A% - AE]

BA BE, XSIE)IELT300mg & 15 DL LEMIF CTHEESEES
7T 5.

EWESICKVERERTIEENDOHZEEIICIE, 1 H 1[E 600meg
Z15 NLUEMFTHRESHHFET 2D, ERICKC TEARERS
T&5,

1d, Fip, ERICKSCTEERET 5.

WNBEE, RSIENELTTHIE 10mg/ke & 15 9L EMIFT
HA&EET 50, ERICHECTEARE®RETES. BREED
LBRIZ, 1TEE&LT600mg ETET S,

Cer: 7 VL7FZ2UT TR

X1 VLT7FZ27 07T 2R 0nl/nin KGR BN EEOESG, HEIC
RERZHAGIOLFE5T DL, XTI EIIRMIBBENTIC L D #HP»
IR S REIND,

1. AROBEICHE>TIE, FiyvAILAEOEGA A BE B
BIA TV A )L ZESRE D2 T OBREITH L TIEdb,
ATRABRNWILZ2BER, BEOREZTFPEELALET,
AREN OB G- DL EWZHEEICHRFNT S &,

2. AFIGAEANAITH S EEHEL, ROFCEAAED, 1

MDA > TN N AKOHER %+ HER L~ LT, | M

RENOEG OHERERFT D &,

WA I A DEKMMIEERICEREL, AFREGOREY)MEZ

Bad s &,

4. AFNICEBIA > T IVI T )) ZBYYEITII RN R TR0,

5. AFNTHIERAYE I EN R, [[EELEARNFER] O

TO#RE

— SET U5 AR SET U5 AL | <HZ& - RAECEEYT 2ERLOEE> }

73y 2 300mg JA 7 )L 150ng 1 RAIORGE, ARG, TR D ES AT S

1?;‘;?;;; ;'19 . ‘iﬁ)b(}f’;‘;; ?;4 . ! EMEFEL WV, DERRBHNS 48 R AR IR G AL

e | T IEILKFIY 349. dng | XT3 EILKFIM 174 Tng | . B, A 7 e — P !

A ER K Sxee LT 300mg 12| (RS2 ELELT 150mg 7 ‘ 7L~'%‘%‘J°”5€fﬂli’é%ﬁb‘ér 501{#\1911'(1/37‘;(/)0] ‘

Fi) 1) 2 ARG, RIS OERHRER A S RESEOAEE & BN L 72 85

ey |BETRUTA 50 s [T YDA 135 Ong L BRI ZELEL, BRIBEEMELENI L, 1B, 3H:

TES K TESHF 7K : MUA ERERG LRI SN TWS, [TEERRAE) DI,

2. MR . BE |

o N 7 300mg XA 7 )b 150mg L NHHOT, BRECEKTINUT, TREHRITRGE,

e |EEEHORTH 5. REBHOWCH 5. L EEEITBR L. AMEREBRSTIHAL, FTREELE,

T @D | |

AT il | T5Z L, NEFEOBRMREREEE TOMMERIZR N, [TE

ol 5. 0~8.5 2085 | BRI KO TEMENE OHEBHE] |

BIBIELL | = }

(AF AR I LO~1.2 1L0~1.2 | Cer 1 58 ‘
2 1) ! (@l/min) EHOBE | BETHBZIOH 5 BEDEE

| 50=Ccr 300mg 600mg :

{g'd]‘ﬁ‘g . ;5}]%] : 30=Ccr<50 100mg 200mg !

ABIX(E B EIA 2 T IV A )b REEREE [ 10%1=Cer<30 50mg 100mg 1

4. AFNIATEHMANERICORMERT S &,
(EFEALDEFE]**

EERE (ROBEICIEERICRSET D)

RSZENICETEE

B EDOH S HEHE [THIL - AREICEET 268 LoEE)

KO TEEREARNER] OESE]

(2) ™ (8{eF U DA, FHAK ICETZEE

1) Ol TERMAMEEEDOD DERE [ MUY ADOARKUTE

RIMKERZECT I ENSORICAEZ N, ERPELTS

BEhhd 5,]

BEWREREEDOD S EE UKy, HHbF MU DL OEER 5T

DT <, ERDENTZBENND 5, ]

w
N

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, 2

~

D EE-EMEOLLEACIOHEATH I &
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SET7 O SRmEERNY T - NAT I (2)

2.
m

(2)

(3

=

4

=

m
D)

2)

3

=

(2

~

D)
2)
3)
4)

5)
6)
7

8)

BEELEANEER
HRBERIIAHTHDDDD, AHZEZZOHA > 7V HFY
AL ARG T AT I ONE M - MRER 2 FE B L 72 13
WMESN TS, MR REREFITDONWTIE, BETHICKD
REZOIN—OFERZE LT 27200 TR MIEE LT,
AANC X BIHFENB I NIRRT, ORFETEOREOBEN
MH2TE, QABIIBWTEEEZITOHA, Pia<Ldb2H
i, REHZFIT/NE - REFEED AR SBVWESEET
ZERXDVWTHEE - FRICH LFHHEITS 2 &, 8B, 127
NI OHIEFICE > TH, HEDERND 5D D EDOHE
MNH5DT, LFLEFEFEOHHEITD Z &,

AFNIBEPMB OEXTH O, BHERENMK T L TSI
EWIEHRENRT 2BENNH DD T, AFIOESITE
LTiE, 7V 7F=> 7075 AEISUZHRICEDNT,
REZBRLUNSEHEICREG TS, [[HE - ARICHHE
TAMEH EOERE] RO TEYBE OS]

B BYSED A > 7V T oI ) ZAEGSEIC S L0,
CINIUTHIERERRAEND 2 ENDH D, MEBRIYEDE
B OMBERIEN DN S HE I, PEAERGT 5L
WY EETD 2 &, [T2hEE - S FICBIE T 2 H Lok
B OHEZH]

frgaemsE, MEARSEASORMIHobND I ENHD
DT, BHHGEEZENSHEEREZTI R EEZFOREZ T/HIT
Bmysz L,

BlVEmA

<RA>

HRIRIRFIT BT 2 Z MR 545 968 B rh, S PRI A (i o BH
A ZESORIER 239 6 (24.7%) IZED SNz, ERHOD
&, FHI56 61 (5.8%), EFHRERNEA 27T B (2.8%), EHIR 24
Bl (2.5%) THorz.

<UNR>

HRIRRFIC BT 2 22 M R E 117 Flp, EERMREE O B
AEZEORERIE 346 (29.1%) TR DHNTz. ERHOD
&, 12 61 (10.3%), AFHRERIEA 1161 (9. 4%), W& 6 ]
(5.1%) TH>o7=,

EXAEIER

Pavy GEEAREE) Tavy (MEKT, EEEH, &iT
L) NHLOLNETENHHOT, BHEEZHHITTYL, BEN
AwonGaIdRGEPIEL, BYRNEEITD 2L,
BmEkELY, FPEREY (1~5%KiE) : BMEkED, ok
BOMBHEOLNDZEMHBZDT, BRZTHITTY, BEMN
ROENEHEIIRGE2PILTSRE, BURLEZTD Z
&,

FSEEREE, #E (BEEAB) @ AST (GOT), ALT (GPT), 7-
GTP, Al-P DEL W EFEZ S IFHEERE, HEAHEEH
ZORMICHEDND I ENHDDT, BHEEZTHITY, B
HERRDSNZHEITIEHRGEPIEL, @URALEEZ{TD T L,
BERLEER (GEE)

MOPIA > 7NV H A )V ZFETLUF O EKARGEA WS
ENTWBHDT, BIRzZTHITTY, BENEOSNELAIC
3G EPIET 2 E, @EWYRNEETS 2L,
TFrF745%2—

A

BIRERF 2%

hEMREIESFERRA (Toxic Epidermal Necrolysis : TEN),
RFEHARARAE(ZRE (Stevens-Johnson AEMZEE)

2HETre

/MR

B - MIRER (BEREE, RETE BE IR B8 K
2%5)

I RER

13) Z0fDEIER
TR\ 1% 24 E 0.5~1% A | 0.5%AKRM | SHEARH
B J% w5, B
TR (6.3%), | BN BRAR, I8
I [0, NEe: TR, O
S
AST (GOT) k&, |LDH E&, EU)L|AI-P EF
JH-Hik ALT (GPT) EH |E> EH, 7 -
GTP |5
BHIR, R B2 BN 57
B ik ynrajyr
EH, NAG ER
myg |V > /NERES N GFEEERYE N I/ N A
FERRERRER BEL, RHR
i 7 R R R R f B, CK| 5% 48 JliR=E
Z DAt (CPK) k&, R
B
4. ERE~NDERE

5.
m

(2

1.
(M

—MRICEEE TIEAHERENMETL TS ZENZNDT, &
BFOREZBHLE LMK EG T2 L, [[EYBHE OHES
HeJ

TE, EiR RIWREAORE

FEFESUIER L TWAS RO & 2 e NI 53 2 5581213,
BB EOBRMENEREE ERD & B I NDBEICORERE
T25Z&, ERPOHEGITETZ2LEMEITMLL TR,
Sy hTHREEREMYE, YR THRERCRENRESATY
5,]
RARICHRETHESITREIRAZMITI I TR &,
HHICBITT 5 2 ENHEEIN TN S, ]
INBEADERE
KA AREY,
BRI, ]
BERS

AH DR 5T B BHIIE S h T,
ARANTIMIEEHTIC L 0 LM SEREIND Z E0H
HmEnTNWB D,

(5w hTH

HAERICHT 222 L T, [(FH

BALOEE

BEEE | AANLHHIRNER ICOBERT 2 2 &,
(REhHE]

ibE-ZaF s

fRBRALA

fEERR A BE 6 4112 100mg, 200mg, 400mg, 800mg CKFEFMH
B) ZHEMNMEHEL-ZESOmEPEEZK I, BE K
HEEEFEL 2 E E DY ERE/)NT A—F 2R 1ITRT . Cmax
JONAUC VI BRI L, SEEM R ORT) 1349 3 If
MTRT IEINTHESLNITHE Lz, KEHRG TOERNEIRET
HERGRFEIFEAEEDST, BREEIED NN,

(ng/mL)

120000

—v— 800mg
—— 400mg
—A— 200mg
—O— 100mg

(mean=+S. D.)

100000

(hr)
e

B 1 eGSR O MR (R A)
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x| EYFENSA—%

% B[ 5
5
g " Cmax AUC)-co cLx MRT Vs
(ng) (ng/mL) (ng + hr/mL) (L/hr) (hr) (L)
100 | 6 | 112002900 | 1751342001 |5.77£0.61|2.64%0.33 | 15.16%=2. 14
200 | 6 | 211001600 | 336953622 |5.9940.65|2.65+£0.27 | 15.77£1.35
100 | 6 | 468007000 | 634038620 |6.4140.90|2.44+0.28 | 15.53+£1.71
800 | 6 |86200£15400| 13379519972 | 6. 1040. 96 | 2. 83+£0.49 | 16. 96 £ 1. 53
i RAa#s 6 HE)
5
g " Cmax AUCo- oL
(ng) (ng/nL) (ng « hr/nL) (L/hr)
100 | 6 | 109002000 | 164361540 | 6. 13£0. 56
200 | 6 | 198002300 | 303582980 | 6.64%0. 69
100 | 6 | 453008000 | 654099498 | 6.2340. 93
800 | 6 |85500£13100| 13138512871 | 6. 14%0. 58

X1 257075 R
L EHEARRE S AR
X3 EHEAREE ORGSR (24 KR To AUC
GHIE % © LC/MS/MS) (mean=S. D.)

(2) NREE
/NREBE 115 6] (4 A~157%) 12 10mg/kg (fRE 60kg LA ki
600mg) 2 B[R A EE L7z & & O i 71 4 el & T o
HIRE (85 R > b)) 2R 2IRT, X, mEEHREH
FETEZE 29T RA > b EHAWTREREEERT 2TV,
BENEMBEINT A—F 2K 21TRT Y,

(ng/mL)
80000 | 0 6~16% Kl
® 2~ Bk Al
° A I~ 2% R
15% 60000 ) v 0~ 1% 48
B %8
Y% %
EE 40000 oo
20000 Ry .
:“0 %0
o ®o 8
s
0 : ; s ‘ .
B 0 ! 2 3 4 (hr)
SRS T &R R ]

B2 HEEGROMmERRE (NERE)
%2 EWEhEE/N T A— & X

SET O RBEERNY T - NAT I ()

(ng/mL)
100000 1 — - HE (Cer=20), 50mg
——— AR (Cer=40), 100mg
10000 -h\ ————— WEE (Cer=60), 300mg
i oo ——— E® (Cer= 100), 300ng
B 1000 1
i
=100 |
10 4
1

0 12 21 36 48 60 72 ()
R[]
3 EHERERREFETCBIT 2 A ERAEIR (300mg % 5-402%4)
OMmEHEES I 2L — 3>

3 BHSEEEEEICET 2 HEFEEFO Cnax KO AUCK!

Cer 300mg %514 600mg #5414
min |[EFR] O AC 5| Onax 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~
7467) 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)

X1 ALl (90% PHIMIDH), RESEMSEMBIREMITY 7 N NONMEM ®i12 KD <
EMIBIREN T A—F B WS I 2L —2 3 VHER

2) BHEAERE R £ D 22 BIIC 2ng/ke GRIBIMAR) 7% B S
BEL 72 & X QMBI ZR 412, KNS A—5 2%
VRT, BEEDETICHEL, <53 ELOmEHhn 5oy
KABIEL, AUCAUMAT 52 EAvRENA D, GHEAKES
F—%)

Cmax (ng/mL)

AUCo-co (ng * hr/mL)

RS 115 38768 (23880-58835) 56569 (37531-82620)
0~1 A 4 25848 (23880-28319) 47941 (43040-53535)
1~2 %A 8 27587 (24793-37604) 44472 (41398-52018)
2~6 A 19 33804 (26787-42224) 46784 (37531-61870)

6~16 %AW | 84

41127 (27216-58835)

60478 (41801-82620)

X1 Rl (R/ME-FRoRME), RHEMBEBIREMATY 7 b NONEM ®1z D <
KBNHE)S S A —F ZANTNA DT HEEE

(3) BigrelESE

1) AARNEERAKROA > 7V o YBEE, WO IME A AL
A, BEHREREER L OMER SIS 2R & LBRABRE D5
5N7= 332 EFI, 3199 R > hOMMEFEEIZONT, REM
HYBREMT 21T o/, RIIENOEYHRE (L) TXHT 5
HERTELT, BHRERETORE (Ccr) 1EMEREICSZD
HENPKREL, Ccr TR UAEBRERDOHREHNNETHD EE X
5= Y,
B RE IR A IS BT 5 H R IR 300mg $:5-4H2Y) @ g
WESI2L—al2X3ITRT. £/, SBEHERESE
BT 3 HEREHRO Cnax R OAUC 25 3 1ITRT,

—— HE (Cer<30)
(ng/mL) ¥ PR (30=Ccr<50)
100000 - —-O— B®E  (50=Ccr=380)
—@— [EF  (Cer>80)
(mean)

1fiL

ﬁ%

oN

s

E

1 T T r -
0 12 24 36 48 (hr)
S|
4 HEHGREO MR (BHEEREE)
KA EWYEHEINS A—F

Cer Cmax AUCo-o0 CL
(mL/min) " (ng/mL) (ng « hr/mL) (nL./min)
Cer<<30 5 132002910 13700041100 21. 1£4. 68

30=Ccr<<50 6 137003780 10800031200 26.8£5. 35
50=Ccr=80 5 12500£3590 339007880 77.9£21.4

Cer>80 6 12800+ 2860 260003180 108£9. 90

(RIEE @ LC/MS/MS)  (mean=S. D.)
(4) mKREFEE
M EHTRE 6 BT 2mg/kg CREESMVAR) 2 BEMEHEL 2
EEDMBPEPREZEM 5 ITRT, R 2 RERRN S 4 K
AT TIRIEN T % Z &ick > TIHEHIREZN 1/4 ETET
LV, BtEAIREZT—%)
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SET7 O SRmEERNY T - NAT I (4)

(ng/mL)
100000 -0 e 5RIMEEENT AR I
W= PG5 E T S i
(mean)
i
th 10000
b3
I3
1000 -
0 12 24 36 48  (hr)
g

B 5 H[EESROMmEhEE (ST B
(5) HipE
R M (65 LA E) 20 #l, fEEEIEm M 6 BT 4ng/ke
RABIVAR) ZHEHEE L2 E S OEMBIRE/NS A—F
ZRSITRY . Mg O AUC I3IERERE ORI 1. 3 {5 TH o 7z,
Cnax FERIL TV 9, GREAMNCEDF—%)
5 EMBEE/NS XA —F

HEOA NI oVRRNMEEBECERIEZY. (WTh

% p<0. 05)
%6 ENE THRABRTOT > 7))V > REss IR
Eirassiid e Gkl n HfiE (hr) 95% fEHEX
B 300mg | #ARA 99 59. 1 50.9, 72.4
RIILN .
600mg | #HARPY 97 59.9 54.4, 68.1
7 ItR HIRA 100 81.8 68.0, 101.5

(2) BRI I4B5ER
RZ L)L 300mg, 600mg Z HESFEFHEL & Z0EMMEICD
WT, FEILFZIE)L (Tomg 1 H2[E, 5 HRD) ZxlIicss
UZzo 1091 61 (HA 742 B, &35 244 4, #eE 105 F) 2B
B4 27NV Y RFEME O IEZ2 % T1RT 10,
%7 EEEFRBTHRBRTOL > 7V SRR

$EBE ey 3 n HgfE (hr) 95% {3 X [#1

o 300mg FIRA 364 8.0 68.4, 88.6
73BN

600mg FrIRA 362 81.0 72.7, 91.5

FIVF I E) Tomg RO 365 81.8 73.2, 9.1

n Cmax (ng/mL) AUCo-12nr (ng - hr/mL)
i 20 226484824 61334 £8793
Elaeni e 6 2049043908 462004460

(W : LC/MS/MS)  (mean=S. D.)

2. 9

(1) @R A\ BHES 6 B 100mg, 200mg, 400mg, 800mg ORFESH
B) ZEESMEEL 2L E, FRES IR (EEE S & O
BESWIR) P OEYRE IR G ROV EA L, &
SOE MR MmAE I L, AUC & LT 3~9% 2179 %
ZENHERINZ, F7z, 400 mg $2 505 O WHEH 7> W T U e
ST ORI RS IEE & L TENENTEY 930 KT 1210ng
/L THo7=?,

(2) RAABFEICIDBELZE MIEEEEARIE, 1~10028/
ol OEEHFICBNTO0.3~1.8% THo729,

3) )

Z v MZ[MC]-RF I E)L 24ng/kg Z BHEIEIRNZG L & &,
ITRTOMBHHHEEREZEE S RICRSBEEZRL .
7z, EHEMTH MR VKEICBNTS BRIFRSMAIRD
53, EHEMEEE TH DB TIIL D EVSMNED 51,
TRTOMMBH A EERER, #5 B FEBETICERRAAR
e 720, AN OB R ORI\ Z LRI N,
—75, BNNOBITHIEImD TR\ Z LRSS N7,

3. fE - et

(1) fREERR A B 6 B11 400mg Z B[] s 5E L 7z & & O it KT
RicR#EmiImt g, REMEKOBPBHINEY,

(2) feRER N FBE# 6 112 100mg, 200mg, 400mg, 800mg (KBS
B) ZH R Uz & E 05 IAT A8 I ToRFHE
M CEME) 1% 86.3~95.4%, 6 HEIRERELZEZ2 Dk
BERIHT D RF MR CEE#E) 13 77.2~92.6% TH >
. )

3) In vitro ilBRITHBNT, RIIENEBEE L MFF M7 O—LA
P450 (CYP) EE3ETd 5 CYPIA2, 2A6, 2C9, 2C19, 2D6, 2EI R
UMK U CHHEEMZ7RE T, CYPIA2, 2A6, 2C9, 2D6 K&
U 3M IR LU CTHEERZRI RN, /2, RIIEINIF
P-FEEHOIRE TII <, P-HERICKZ2EYMEDHEL &
WZ EARINEY,

(B ARAXHR]
1 BAZEMRE UIERRER
(1) EPE I 1EER

~NZ 2 E)L 300mg, 600mg Z H [ LAY L= & E0FRMEICD
WT, o REMBICZEER FTHRELZ, 296 FlIcBT
54 TINVIT HREFEIE (F8 TERNLET 2 TOR
M) OofREzE6ICRET. XSILNOFEHEHITI TSR

3) BRsENERE (REHRS)

NAUZZHF BERE, BHITRSEEREE A, HD0IER
BMHFIRAS) 26T 28EF20REL, XTIEIL 300mg
X1 600mg 2 1 H 1@\ [~5 A5 Uz, 600ng # (19 #1) T
DA 7 IVI RO b I @i 42. 3 RER (90% EHEKX
f1:380.0, 82.7) THH, NTURIVHFEETHEZITHT
LNBRIMREIN, 7B, 300mg B (18 ) TIZ 114. 4 KR
(0% (E4E X - 40.2, 235.3) Thoik, iz, "MTURIK
TEETHEEIRIIENZREHRGFTHZET, 127
I YR IR O R E SRS s Nz,

G HRHRGHEB O > 7V FREE o h Ll 2 2% 8
NCR 1

8 REMHIREHIRE O > 7 IV T YR IR
N UV RFEET 2EH)

s e n=37 300mg B n=18 600mg B n=19

|, [P sos [ T e0s | o] 0%

i (hr) |t | "] oo | EEEE || o | (e

LH| 10| 92.0 |14.6,253.3] 7| 132.0 |23.2, inf*!| 3 | 14.6 | 13.2,68.6

ZEINF'; 27%2) 64.1 |41.5, 11012 11| 111.2 [40.2,123.1|16| 42.7 |30.0, 103. 3
H

X1 ERRA
X2 2 HIH 23 41, 3 HE 24, 4 HRE L, 5 HRE 1

2. NREEMREUAZERNSINEHR
INBZE R R EL, XRTIE)L 10ng/kg (KE 60kg LA B
600mg) Z 1 H 1[E 1~2 HE$& G L, 1156 (45 H~15
%) BT DHA TV YRR O Y EE 27, 9 KRR
(95% fEREXE 217, 31.7) TH->7.
ANV IOFRFEHRICOWT, E@ohiEzE 9z,
G HER ORREE % 10 1R D,
=9 EBANDOA > 7V TR ONE%)

A n HrkfE (hr) 95 % {FHEIX
0~2 BRI 12 31.0 20.8, 50.9
2~6 A 20 26.4 17.8, 68.9
6~ 12 BRI 16 25. 6 20.8, 31.7
12~16 R 37 29.1 20.9, 36.3

10 B5HMM O > 7V T FREHR ONES)
B n HrRfi (hr) 95 % fE I
1H 103 25.3 21.2, 30.6
2 HIH 10 47.8 29.4, 91.3
(FEHEHE]

1. AVINIUHILIWNAD/ 4S54 —F T ZBEERR
ERNABKRUOBEA > TINIHFIANAD /A FI=ZF—F
WX U THEEEZRL, Z050%HEREREIXARTO. 54~
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I1nmol/L, BT 6.8~17nmol/L TH-7= 12,

2. AVTIIUTIALIRBEET I RCHT BRBEDR
ENABKUBEIA >IN I oHFTAIN AR T ABIEET
WIZBNWT, XTI EIOHEEEFIRNTEL IR D AEKFERIZ
R OEMNED 5N, 20 50%E2NEIZATTO. 4~1. 5ng
/kg, BTIT 0. I~1. 0mg/kg THo7= 12,

3. ER#F
ENABKUBEIA S TINI T IAINAD I A FTIZF—F
ZRINMICHET 2, 1> INIZ T IAINAD /1532
=Y 7IVBYIEEEEA L, BRI O S 7 IVEE Z Yk
TBIET, FRUAMINVANBEMEOER Sl TE 5 &
SIH<, RTIIENF /A FIZF—EEHEHETLH LI
Ko TR ORE D 5 FHRY I ANERET 227y T%
HHIL, TAIZBHOMAANIEET 5 2 L2 E, KRNI
A )V 2 BEREIIHIE A 2 R 12,

4. M
E NS T AHRA SR S OVNESE 2t 4 & U 2 [N EE TTAH BRI B W
T, ARFFGHIET, RFNTHT 2N 3 B KT L
BRI A BLD BDBBNCERD b= D9, 72, EREIL[FE S A
METIE, NS DR I & F UM TRIEE QR
ERTHRICERLUZBE THESRIERINTVNS 10, F
7z, in vitro THE D A IV A 3 BERBRICBNT, FEE & O MmHE
ZRTTHERO MBI S TWD 0, RENTHA Ok
FHE SN TR 1D,

(BXR 5 ICRT 2 EBEZMHA]
— ISR XTI EILKEIY (JAN)
Peramivir Hydrate
b4 (1S, 28, 3R, 4R)-3-[(18) -1-(Acetylamino) -2-ethylbutyl] -
4-guanidino-2-hydroxycyclopentanecarboxylic acid
trihvdrate
3 F3 1 CisllasNaOs + 31120
TR 382.45
L= “N<§r/N“2

CH,4
IR B E~EEEAAOMERTH 5,
KIZRRRTITLK L, AF /=)Ly /—)b (99.5) I
HITIZK L, NN-PAFIHRILAT I RITHD THETIZL
W,
Rl 1 242, 0~243.5°C  (43fiR)
SMECAREL  log P=-1.16(P=0.069) [1-F 2% J—)L//K]

(AGRRM]
1 FEOREHR AN ERET B0, WHEEEREX
T Y) s BLE R A 2175 2 &
2. AT NIIFTA N AOAEHT DIHEIC BT B H A5
DFAERER - ROV T, B, B RICRET 5 2 &,

(B3]
SEY U5 JIHFHLIN v 27 300mg  60mLX 1 4%,
60mL X 10 %
SET V5 SEHERNA 7L 150ng : 15mLX 10

(EZ3A]
Ok R %)
D HNER (BEREREESH BT 2 EYEEE) (200902650)
2) tENER (JEEERRAICHUT 2 Y B EE) (200902651

RAC 11 DA

SET O RBBEER/INY Y - NAT I (5)

3) thNER UNEEZ MR E LU ENE IS (201001514
4) HNER (REEHIZEMBRERT) (200902652)

5 thNER (SBT3 ENRE) (200902653)

6) HNER (EEMEEICET 2B (200902654)

T tHNER (T MIBIT D50 (200902655)

8) thER CEMBI R EREMAREIER) (200902656)

9) thNER (ENEE TAHRER (200902657)

10) #ENERE (EIRRIEE S MARRED  (200902658)

1) #ER (BN AR (200902659)

12) #RER G Z2EMT 258 (200902660)

13) Baz, M. et al. :Antiviral Res., 2007, 74, 159 (200902920)
14) Baum, E.Z. et al. :Antiviral Res., 2003, 59, 13 (200902921)

(SZrkEER5E]
EEICAEBORANAEIC DT L TH FRICTFRk< Za .

BB at ERERE S5 —
T541-0045 KBxih RXEEET 3 TH 1 &S &
56 0120-956-734

FAX 06-6202-1541

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

R
BioCRrysT

PHARMACEUTICALS.INC.

SLERSTTT

B EAEAASH

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

®  BHEER
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U
O —
(O —

*x20154 8 AIGET (5 8 i)
#2014 10 &ET

BF K| EERE

{EFIEARR | @ IR O EFHR
RICERT S Lo

26505309

REBBERE /) 4 5= =9 —EHEHA

1 T E IV masFkz20mg

INAVIR® DRY POWDER INHALER
SZ=FIENF T VBT AT ILKFIYIE AR KA

09

HAEE MR RES
87625

[& 3 & 5] 22200AMX00925
e 20104104
%;m BB eps—amean
R 55 B %] 2010108
%h Bk 38 p0] 20134128
E B S 4| 20109H
F)FHOBHNTHERLRZIEA L.
BREHMAshTEA(HER
B LoREI|DHESE),

AR -EMEOUSZICKIERTEI &

I

[ % &

1 . ABIOBRICH T > Tid. AEIOBE W2 EEICHE
T BT & ([RD8E - #hRICBRET AR _EORE ] DESI),

2 . AVITNVIEYFTAINABGSEOFHOERIET 7 F >
ICEBFHTHD., KFOFHERIITZFIcLs
FRRCBEE# DS DD TIEE L,

(2] (ROEHICIFBSLEVT &)

AF ORI UBBAEDBEERED & 5 &

[ B - M K
1.48 B
1 BEPICROBT%2ER
B 7% 4 BEIRS a mw
LFEW S=FIUNE Y VBT ATIVKEY BRI
mAgsE | __ . 207ome )
20m (S=F3IENF I T VBBIATIL
& £ L T20mg)
* ) IHNE LCABEE BT,
2 BEIDMIR .
BBRPONEMIHBOMRTDH 5.
[zh &E % F]

ABIEBRIA >~ 7 VIV A )L ABRGEDIEE N N Z O F

(GhEE - ZHERICEHET B A LDER)

1 JEEICHWVWAEAIZ. i A VAEOBRESETOARIZ
BEIA V7NV HF 7 ANV ARREEED BB ICHATIE W
ZEEEE L, AHOBEHAOBEEZEEICRIT S L,

2 . FHICAVWSEER. BRELT, A V7L UHFIAIVA
BYYEZFEL TV S REORBREIIHFEEFEE TH S
TEREOEZHRET 5,

(1)E#E (65 L)

(2)etErgesm B g VERRE

(3 )REEEBEE BRRE)

(4)BRERERE

3 . AFNICEA VI NVI VT AN ARBREHEIC IR 2 0,

4 AFNGHREREE IR W ((EE L EREER ]| DIE
BH),

(A &
1 GBEICAVSIES
BRA:S=FIELFIF VBT ATV ELT40mg% B
BARET 2.
MR I0BRBOBRE, S=F IELF I VBBIATIVE
LT20mg% BEIFEAREST 5,
10U EDBE, S=FICLF T UVBIATFLE
L T40mg% BEIREARET 5.
2 . FRHICEVWSGS
BARCIORU EO/NR : 5= IEVF 75 VBT ATV
ELT20mgx 1 H1ME, 2HM
BARET 5,

A =]

®BRAR

(% - AECEAET 3 FEALDEFR)

1 GREICHWAEEL. BRETI%. PTRARDEL LIRS R
BT 5 EAEE LW, DERFERD 5480/ 2 ZFf%Ic
BEZBHBL-BECBI AV ZEMNTISTFT—7 1
BonTWVRW, ]

2 . FHICHVWABAIR, ROEZERLTHERTSZ L,

(1)1 Y7V Y AL ZRYHEBE ICEME 2 BRI

BELHBT 5, [BiH 548K 2 ER% Ic k5 2k
L-BAICBI 2N 2EBR I 2T —%1386N1T
W, |

(2)ABORAFBES? S 10BUEDOAS > 7V VI AV A

BYEIC T 2 PR IR I L TL iV,

387, 1 ARV I=FICLF VY VBIATILE
LT20mgz&Aa L. HRIA 2 BT RES N T WS, 1HE
WKHWBEAIR. RARUI0EM Eo/NRICIE 2 A8 (5
AEFRICTRES N3 H# 2 F U FNRA) . 10ERHD/NE
WX 1 ARG 2 BCRES N LERZZhFRRA) 2
BE L, FHICHWSESIE. 1 EORAT 1 2588 (52 En
KHRESN R Z2ZNZTNRA) 2RET 52 & ((EHE
DORERIDESE),

[ A £ o F E]

JESEBS (ROBEICIFESRICRES TR L)

BTSN U TBBECEEROD 5 BE ([EELEARN

BE|0ESE)

2 EERERNEE

(1) HEBREIARHATHSb0OD, FRAZELHA V7 LT
VY A ARSI BRETHE ORI 2 FH
LBl EshTwns, MR- REREFICDVTIE,
BREFHICLAERSORFFA—OERZHILT 57-00
TR S E LT ARANC & B IBED S S Niz8IX.
DREFHORROBENLED B L, 2)BEICBNVT
BERITOBA, 2L 2B, REESI/NE -
RBEEN—ABOZVESERTHIEIIODVWTEE -
KRB UHAZITOI & BB, 4 V7LV Ve
HIZK->TdH, ABROIEREDODONZLEOHRENDH S
DT, LEREEROBTEZITOIZ L,

(2 YT NI UFTA NV ABRAEIC & D KERBIESTLE
TAHIENHY, HEICBVLT, BAFIOBERIIRE
TEEOREBEDETSASNEFPRESN TV S,
KEZME R B EAZERENRESE DB HIFREERD
BETIR, BEOREBZTDICBE LY RET AL,

(3)EtE,. ERERERR2E0CBERBMERESR, B
EHEEEE, BEIER) Z2ETHEE. H5VITHREE
TREOBESETRAFIOFRERSDEZV, 26D
BEAREST B BEOREZTICBEE LR
PoETEHI L,

(4)MIBERRGYEDA V7 VI I A IV ARGYEICEH LD,
AVINIVFHREREBRISNSZEDH 5, HHERRYLE
DOBAIE., fEAZRETH2RERBYZLBERZ{TOCE
(FRh8E - RHRICEEET 2R _ EOERIDESR) .

E
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(5 )RR 5D 3 v ZIERAS &b & OB 5 . ER. BURS~ORS5

DBHB, TORMPR T ay TEREA S TVIUFTA (1) R L T A RO S HBAITIE, 88 LD
IV ARBRYSE ICfE S FE, BASO25RBOBLITMA. ARV EREE B LHRShBE/ICOABET
AHEBLLMALEZ EXRBEL B2 IO EFFER 52 &, [BERFOBREICETIREMIIHELLTVEV,
Lo AR RUAHNIC X AN H 5. BEICIR F7z. MR (T Y M) THREBEBESEESh TV, ]
BRAFASCERSNTLBIPAES FFICERS E, (2)EIRICRET 2B ICRIBALBISESZ L, (B9
DB WISRE (B A ILEBME) TRAT S L 5EHT 3 EB(S v M) THAHFIBRITT 2 epBESh TN S, |
Zko 72y TOXIBERSHSELNIZFAITE. BE 6 IEEADRES
B2 & S HEFICROEE S I BBETOIRE (LY/NRICRH LT AHZ B ICRARS TE 2 AT S
W MBEITS T & ‘ NEBEICOABRETHI L,
Hk (6 ) AFNL. FEEME L THEAZ SOIEANMEERLT (2)9RABRETBHEICE, BEOREEZHFICBELL
BY, AT U CREEOBRERED H 5 BE RS BolET 3 L (BRREBRIDEWN),
LIEBICT 774 9% Y =FH5bhlk w#ﬁ‘bfrm (3 )EHAAER, FiERUIARICHT 2 REMEIIHEILT
DT, REICBLTETFICERT S L, Wiz (ERERS W),
3 .ElfEH , : (4)FHicHLT, 10K TH20mg 1 H 1 IEI 2 HREIRA
R - BEDFERZRIE V.
B - 5 (B, BE. F%8) ORKRABRICBWT, BEH 7 SEBRLOEE
1,57181515961(10.1%) i BIfEH (BRREERE 2 &) (1 )Kﬁ‘]bim%’w«@ﬂ&]\&’ékwwﬁﬁi‘d‘ég_ ao
BRHBENF. EREVERIR. THI(4.7%). BED(0.8%). T (2)BENRBRESCIRNOERFEELE L. ZOBRIC
ALT(GPT) £5(0.8%). BEB#(0.7%)&TH -7z, EBTFEVAPL—YarvbEO TERAE2EREYT S
(&FRRY) halP :
BB R B RERBRIC BT AR 02 1 491 (13.7%)
WCEIER (R MEEEE2ET) PROoNz. ELEIER oI ) &) HE]
. THI(2.9%) & Thorz, (BLERFES IR ERBRIE TH) 1.% W :
(BRI (R : 20104E118~20114E 4 B)icBW C (1) REEERLA
T HBREMI3, 54259504 (1.4%) \CBIVER (BR R AR R 1) Msgrhyses
2ET)HROONIz, ELBEIERIE. THI(0.31%). HFEWL Eﬁ]?ﬂkm:ﬂélﬁﬁk}\%ﬁlaﬁﬂuﬁu(7—-7“4:)1/1757/
(0.11%). BiD(0.08%). EHZ(0.08%). F#(0.08%) BT A7LELT20mgRi340mg) 2 BEIE AR 5L Z D
ETHo7z0 : [ﬁﬁ%ﬁkﬁ%ﬁﬁi@?ﬁ] EEREW T =F I VO MBRBREHEE R R R
B . INFGA—FRIHUTDEBYTH-7 1, .
. ENOBRREC BT, BRERL517HR59H(3.9%) 12 SRS S — = i
R (BB R RS &) MR SN, A AIERIR BB SRORHLITNS =7 SEL OUREREES G
_F#H(O 7%) _E’%(O 5%)%—(5‘97‘.0 [ ngﬁ] ’ ) —— 40mg (8@])
k(1 ) EXGEWER GEERED) 40 ' ——  20mg (861
vavg, FFI4SFY— vavy TFI4TFT— & mean 5D
BHobNBILHADOT. BELHFITV. FRIREEE, - ;;
EFE. MEET. AEEE. BFS0RESR &)Bm 3

AN E 2T T & ; , .
(2)EXLEIER (E%) ; : 0 12 2'4 13 72 9% 120 144

HOFA VT NI I L VA (RAR) CUTOEKRZ B o)
BEES S ShTws 0T Bg2+3I/T0. BEY %@ﬂ&)&?ﬁ%ﬂ%w%ﬂﬁﬁma:j;t)b@ﬁ%ﬁml\vx -9 (BA)
%’mem;%éz:@ﬁ%&&&ﬁ%ﬁéz o ‘ Cmax | Tmax® | AUCo: t
1) RETRE. FREE BEROB ()| o |ghomb) | ()
2 ) EBAERRAEIREE (Stevens-JohnsonfiEfREY) . thEsi 20mg| 8 [19.0+3.1[4.0(3.0~6.0) |558.0+96.4| 66.6%9.1
K EIIRIERIARAE (Toxic Epidermal Necrolysas TEN). - |40mg| 8 [38.3+9.8/4.0(3.0~6.0) | 1080+156 |744+19.3
EiZ 1k : . , a) FSRAE (R/IMiE ~ BATE) . mean+SD
(3)%@@@711'% ~ e R .
enmﬂ—Auz‘ z\%kﬂ;biﬁw&mﬁéﬁi‘_to e o o T mr
VBRI AT IV E L T40mg) & BEIRARS Uiz & Z DEHER
0.1%LE 0.1%Kiw [SEEREE® BS =7 IULOME MRV~ 07 7 —2
J‘Eﬁzﬁ E 37323 b2 KBS \ FREHER I FICRM BB NS X -5 DREBIMUTOL
, v O BYTH1 2, ,
Hieg DR R (A, PERARSEOELRENS =+ SCLOME, BEEERT
}:w?ﬁ b * ﬁ%XRZ‘@ it~ 077 — JEP&E?E%@(&M)
BEEER (D, BE ’ (ng/mm : —— ﬂﬂi%*&?‘fi :
m & |EmsREsEhn — JRvru7r-y
B B |ALT(GPT) LA. [FriRfER% . }g ' f : —
MbPRES , REH L OEam , )
ZOft |[CRPER. ' » Rt T 3
A_ R ¥ et 08 21 & 7 T 168 240
) BRHEICBLTROSNTOSEIIEROI- D HEERH, ~ W (br)
4 EREADERS g?‘éﬁ?ﬁs%(##u 025K, 2 KM 3.SHMO MAEs s
— I m%vu&@%%#ﬁbeuéof\%ﬁo
RIEE BB L 1T 5 = & (R 75 L0, ) IAE IR AEI20.25RF 5 T 1 B, 168RERIM T 2 Bl 240RR9%%

o PRER BT
[REAAARER ], R OESH). T ANERRTRENT
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BERARSEOEEREYS =S LIV OSBRI S X~ DHEE (A

peee) Cmax |Tmax| AUCus ti2
(ng/mL)| (hr) |(ng-hr/mL)| (hr)

mig 25.45 | 35 826 45.7

[ 351x10%| 4.0 |88.1x103 | 358.5

Wi~ o077 —|143x108| 80 |11.2x106] 211.0
(2 )N o

BRICBWT. 4 ~12BD/NMNROA YT NVZ VIR

BRLERZFIICIT=FICLA I VBIATFALELT
20mgXi340mg % BERAHE L & Z0BEEREY 7 =
FICNOMFEFBEEIILLTOEBY THo72,
BERARSHEOERARSEYS =7 = EILOMmEEHRE (VD)
BE BE BE BE

BRI | pepnrs | 4 msmie | 24msme |144memne
20mg | 8 |12.0£8.1|17.6+10.0 5.3+2.7 | 0.5+£0.8
40mg | 11 |21.7+7.7]32.7£10.0| 9.6+3.0 | 2.0£1.1
Bf ng/mL - mean=SD

(3)BHeemERE

ERIEBVWTIZVLTF=TY) 75‘/1(Ccr)ﬁk4: DHEE
AN BREETREIFICS IV VBRI ATIL

LU T20mg A BERARS L &5, EERBYT =F
IENDOLLRELIZED T, AUCondE. BREEEE L
H# LT, BE(Cer : 50~80mL/min). H%E (Cer : 30~
50mL/min) & & (Cer : 30mL/minA ) O B#EET
HTThZhLIE 2.0, 4 METH o723,

(4)58EmE
ERICH L)TE%’XE%%%S%L}\J:) 6%%.7 FIENL

F7F VBIATFIVELTIOmgZ BEIRABRE L LT 5,

JEEEE (20~458) L B LT, BEABMS=F3IEL
O Tmaxk Otilc ZBLI2 8B ®' . CmaxA50.5/%.
B0.8EZTH o7z,
2 BEESE@BRLE)
b MOFEEEARIE, T2 IENA TS VBRI TIVIKA
Y TIx67~ 70%\ Yﬁ&ﬁ%%7 FIEILTIZ04% LT T
HoTze

‘3.9 M

BE (BWER)
Ty MIBC-5=FIENLF 7Y VBT AT VKN % BE
%%5—?6%&5 Lz Zh. BREBREELENEBTH HRECH
ACEBEICRD SN, BT EEEE SR 23.28R T
?&@Lto TR BRI P AR AR (B - B R ITINILALRDSN
: ot
4.5 & \

L SZFIENA T VBT ATIVKIMIE. RARER. KE
ROBHICB W TIKS I X DEEREY T = F I EIcE#R
shaeigflshs, -

SZFIVNF VY VBIATIVKINRTT =F I NI,

v EIZuy—2axBAVkin vitroRERBTIELZF L
O —AP4503F(1A2, 2C9. 2C19. 2D6KU3A4) IRt L
THEEZRI R, £/, b MEBFFHRICT. 5273

YA 75 VBIATVKHMRTT =FIENVICEEF T

T —APAS05 FHE(1A2, 3A4)0)%i!ti R oMo T,
5.8 it

ERICBWTRBERABE 8 FlickH# (7= 3 ELA S5y

MBI AT ELTA0mE) 2 BERARS L7z & &, iEEREY

5 =F I EVORE 144BH% £ TORBERPIRERIZRER
© D23.1%TH T,

B K B ﬁﬁl

1 GRESBRE )
(1)BA :

HAR OB (B, REE, E}%)'@%ﬁ&éht?t)b& 9,7
Y VEBEEARIEE LS THERRRBRIC BT 51 Y7L
IVHBRER(ZTOA Y7V UPERD %2 LI
[BENCHE L. 2h5D21. 5/ LT % £ TORRE)
ICRe 2 EMEEZ UTICRT . BIERILENI1,003F0EHE
& - #ugFloWERIE. BAR787HI, m%lss{ﬁu\ EBE2141.
HFHTHTHoT.

FEMAEETH DA ¥ 7T L FERERE (hRE) 1z, 5
ZF IENF T F VBT AT NA0mgRET73.08 M, RHEE
THBHA LT I LTS mglT73.6RHEZRL, ZDI5%
EEXEO LR(6.9% M) IRE UL ERFETH 218
B+ TFTED. 1 H20ES5 HRREROREDOT LY 2
L) VREICNT 2BEIRARED T =F IENF T T
BT A5 VAN OESESRIES iz )

A V7 I YRR (RA)
S=F3IEL N
: N _ Ly I
won |77 AT vom
40mg? 75mgP
. . 5 HEIREZO
®’EHE ﬁlﬁlﬂw\ (18 2m@)
BEBRE BB 334 336
g (hr) 730 736
[95%EMEXM] | - [68.4~80.8] | [68.5~83.3]
FRREDE (hr) —06 -
[95%EFEX ] [-9.9~6.9]

AUCoint

a)T=FIENA I VBIATILELT
b)tELF IENLELT
C)FELMEIRFME « 18R

(2 )/J\E

1)3 ~9RICBITDEHE ’ '
ERICBVT 3 ~ 9RONRENR & LS I RRER
%, BARMROBEFSBER—0RE - HE(S=73IEL
A FVBIATFNELT20mg R ARE) T, AR
FAENVFICVVERE (FELYIELELT 2 mg/ke/El%
1 H2MES5 HEEORE) & LTERE L. FEFHEEE
THa4 Y7 VI FERRE(ERCBERD 2 iR
[Z2U] I [EE LB L. »OBEAI74CHTRELE->T,
ZNoH2 5B E L LR T A TORB) X, =73

$75 VBRI AT N 20mgHT56. 4R H, ?]‘Fﬁ%‘(aﬁézrt’)lx
5 IUL 2 mg/kgBT8T.IMMTH o725,

AVIIWI VBRI ONE : 3~9%)

F=FIEN .
o FELy IEN
ATV ATV e
wE# K Y VBE
20mg? 2 mg/kg®
5 HERERD
Biisikia HEBA (1H 2@
BB B () 61 62
FRgfE (hr) 564 87.3
[95%EEXM] | [43.7~69.2] [67.9~129.7]
FRIEDZ (hr) -31.0 - B
[95%E8EXM] | [-50.3~=5.5]
A)T=ZFIELF I VBIATFLELT
b)AELF IELELT

2)10~19RRIC BT B R
ERICBVTIO~19ROERELTREL, T=F 3L
F 7% VBIATIVE LT20mgXid40mgD B EIF AR S
kA _EEMEBHAREER L. TEFHHEETH S
AVINIUTBRER(2TOMYINVI VRS [72LU]
Xi[BENCHEL. ZhoP21 MY LRI 2FT
OBE)IE. 5=FICNAT Y VBT AT N20mgET

87.1B5[, 40mgBT76.0RM (W IFh b FRIE) TH o7z,
FPRIEDZE[95% BRI 13— 1118/ [-32.9~13.0] T
B, AREZIFDSNBNH DD, 40mg§¥li20mg§¥t
HBLTA V7 VI Y P RRERIDE S - 7,

C(3)BMEREREEERERICET SEE

ERICB L TIBENRSEE2ERRBICET S/ V7 LT
VHY A LV ARBGYERE (20~77R) R LY IV
U UEBEENEEE L EEREBEBRE ERE L,

BWHEOFEFHEHEE CH A V7 VI FBRER(&2TO
AVINVIVPERDP (2 UIIBEICHEBEL, 2hoH
21.5BERILL iSRS 5 & TORE) O REIL. S=FIEN
5 VBT AT NAOMgEE T4 TR, AL I
75mgB T 7TRETH D . FROEBTERELLZ S,
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2 . TREHERAE

ERICBWTARNIRBRS V7V U7 A4 L ARPFERED
BEREFEIHREES (10K L) 2R E LT, =3IV
A5 VBT AT N20mgx 1 H1[E 2 HERAREG L L&D
AV TIVI TN ABREAED FEIFIRIR (105M) 28 L.

4 .
4/7w1/ﬂ74wz@%ruﬂ¢67#+ [ % 2
BT A7 VKNP OR R 2B L ERNERRER 8 Rk (EE

HERBO | RBRET) T 1917TR0BEE» SDM LISV T
wI/ﬁ74wx%kbufﬂﬁﬁﬁ%7_%\t»kﬁ?é

FEFMEETHIERNA VI NI VT AN RAERSED

BRESET LictkiZBO ok 75‘9 7zo
HREEAIE. T=FIEANF I Y VBT AT L 20mg#ET3.9% :

(19/487), 75w REET16.9%(81/478)TH V. T RBEE (B3RS IR B 1 I:%%E’J%I]El

HE L CHENICERICEDY 272 (P<0.0001). F72y TR —B4 S=F IENF T Y VBT AT VK

BHCRH AR R 7B R[9S K EBEXE]IZ. 77.0%(62.7~ (Lamnamwlr Octanoate Hydrate)

85.8) Tdho7z. {b24 : (2R,3R,45)-3- Acetam1do—4-guan1d1no -2-[(1R,2R)-2-

AV AE - ERP ORI A > 7 IVT YA N AREGED
REEHEIT, S=FIELZT T UBI ATV 20mgHER T
5L REET, ABI(H3N2) TIRZFNEFN3.6%(16/443) R T*
17.3%(75/434), BEITIXZhZn7.0% (3 /43) RT'14.0%

hydroxy-1-methoxy-3- (octanoyloxy) propyll-3,4-
dihydro-2H-pyran-6-carboxylic acid monohydrate
(2R,3R,4S)-3-Acetamido-4-guanidino-2- [ (15,2R)-3-
hydroxy-1-methoxy-2-(octanoyloxy)propyl]-3,4-

(6/43)TdH>7"s dihydro-2H-pyran-6-carboxylic acid monohydrate
BRI Y T Y L RBREDRERE (10B/) AT : CuHaeNaOs H0
SFE : 490.55
F=F3IENL v
. X7 BIATIV _ v o
BER " xanm 75X o /\/\/\/U\
Zomga') H;C (0]
- BERERB) 487 478 ) H,C—0. />
SRR E H (B 19 - 81
Tl (%) 39 169 | ‘

P‘Eb) <0.000]. . H.C _§H '

EHIA 7808 70 i
[95%BFEX ] [62.7~85.8] -

2)T=FIEAA I Y VBIAFLELT
b) 75 e RBEZ N L UiFisher) IEREMTE
c)100X (1 ==L ¥ /@IXT}LEW)%T‘*JA

/TS REEOFERE) “H,0

, 64 h =4 ]
SZFICNF T UBIATFIUANMIE IO RSy 7 THD.

3 7= IEMCBRENH, YA LR B R HEOBETHS.
ﬁngT?ﬁﬁﬁw%7 AR & % IXFNVANKFFY RRORAY ) = VIZBTRTL, =¥

"1 .In vitro i 1 JLAYEE J =W (99.5) IBFIC &\ AKICED THEIFITKL., Tt

7——%\I:Mim vztro'(@A@&UBEM./WLJ:/*}W%)DZO) PP ULRUNFY VITEEALET R,
4 53= 8 —CR BB (KRERICso : 2.32~38.80M, Bl DT D IREETH .

ﬁﬁ&mcso 1.29~26.50M) TIHEL= ), £ F=FIIL. B 9235C (9fR) :
FEILF IE Y ERETI R (ICs0 ¢ 5.62~48.9nM) %, $H( SEARE : log Pow=0.0(pH7.0, #2 % J =) /K%)
Y7V VHFAR(HINL Y A VA (ICso : 0.41nM) K U JR ‘ o
HEBEA Y 7Ty FARHSNL ¥ A L Z(ICs0 & 0.28 ~ - [BEWwEDEE
2lm@kﬁbf%mvmvfﬁ74wxme45:: — AFIIPBO-DT L IARENTVEDT, MADERICTILI
FEEFEM) 23R L7 8910, BEEZEHTLI &,

2.nvivo iU ILAER . - .
ABIA VIV VI VADT T ABREEFIL TR, S5=F : [ &= E A |

IUNA T VBIATVKAIPOBRERRBEICLD, 6.6~ A FEIVRAKLFEI20mg 2BR(2F v H)
660ug/kg TEREZMFIANAIMOBA. 21~190ug/kgT -
BERREFROBIME WSIRESRPRDSNY, £z, BRI URBR & & D

ALYINIUVFIALSNADT 2Ly MEREFTLT, 5=F3
L7y VBT AT VAKHIYOREREREE (24ug/kgR S
240ug/kg) & BEEVEEHEPOY A VANHEEZE TS E2,
oy FEA VTV AR (HINL) DA VAD YT ABRRET
KBV, T=FIENA T Y VBRI AT VKRIMTO0ug/ kgD
HEZBRSTEREMRIANVAHEORS SEDoNE),

BREERAS ¥ 7 VT Y FARI(HSNL) 7 A VAD T 7 ARG
EFLIBVTY, FS=F IV T Y VBT AT LKRHO

AENE. TABIEBEIA V7 VI U4 IV AREREDBE] D
B CHEE LB a o AMRREHShET,

; == E x #l
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