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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,
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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

Eraca s AUCop12 Conax Linax 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
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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
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A 7T AR I (R
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ﬁ?l BFEE LT IORT . ARG R S % & DR A 30861 (7' ¢
; 195%-835% . FI34. 0i% . 65i% LL Lo EsE X106, KA
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720

EN T EERILERBIC BT, 4 ¥ 7V v FRYIESRERIT 7
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A ¥ 7V T WG S E B (B )
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IRy ( T%%%
; ” 95% fEHEIX 1
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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%. FIVF )L EREESR 5RO, S%Ti)of_o 4

#1)



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

FEHY T B kB

. WV15673/697 WV15825
I
7 n=1039 n=548
ISES HERERCN (187% DL 1) R (65 L) ¥
s TIER | VIV VB | TTRR | Ay 300 i

- n=519 n=520 n=272 n=276
ARG () | 18-64 18-65 64-96 65-96
(F14) (35.0) (34. 4) (81.8) (80.5)

#1) #80% DEEHE N T 7 F LA 2T #I14% O s v
TN SEREE G0 L T,

e R S E

I WV15799 WV16193
AR n=955 n=808
x5 13f% DL 1 1B E
s TR | FEVFICV) VR | JET IR Bdi:a
n=461 n=494 n=392 n=416
i (5%) | 12-85 13-82 1-83 1-80
(FH) (33.8) (33.2) (26.2) (27.7)
¥ RS R\ OMREEST7. Skl Lo /NBIZR L TR S R
7oHEE - =, 1[M75mgx 1 H 2M, 5 HM#%
H5CHh%,
FEiPG - AR L CERGE S Nz i - HEE, 1 [ 75mg %
1A 1E, 7~100M#5CTdh b, HHE37. 5kgbl I
O/NEIZHF L TAGRE N2 - X, 1 [M75ng
Z1H1H, 10HHE&ESTH 5.
* [BERhEEEE)

1.in vitro$t™y 1 IV Z{ER®
FELF IV YEBIEIX T RSy S THY . R KD ET
RICEH SN2 %, Jur AV AER AR,
FENy IV VEREOTER i vitro COATL L BRI A >~ 7
VI YW A A DB A AL (FERZERICs @ 0. 6~155nM.
[ R 43 BIERRICso - <0. 35uM) THE L 720

2. in vivo¥i™y 4 JU Z{ER12)
TIARDTT =Ly NOARIKOBEIA » TV AT AV ARG
EFNLTIEE. TV I V) VEREOROKS (0.1~
100mg/kg/H) 2 & 0 o JHE KA L CEFB OB, &2k
VIERDFA . 7 A4 NV AITHHO WA % & OISR R DT BTz,
T, =T MUIERETIVIZBWTY AV AEG24RE B 5 0
FO$He5- (10, 100mg/kg, 1 H 2[) T, EFEO EFZEY A
W A LGRS 2 BIHIRD AR STz,

3. fERF?
TRy I CVBEOEESRIE e AR OBEIA vy
FIANADI) A5 I=2F—¥EERIIZHEL 1Cs: 0.1~ 3
nM). #L B ENT2T A IV A DREGHIE A & O Wit % PHE
VRN N ) B (1 Q708 3 1 s A9

4. T
[EI A R O A B AR FABR 2 381F 2 ARFN RS A7 A )V A B R
13 AL OV E 413 L) TR0, 67%(15/2, 25361) . Z/hE (1 ~12
i) Cld4. 24%(72/1, 698(5) . HrAENE. FLIE( 1 RN Tld, 18.31%
(13/7T1B0) Td > 720 M1k AV AUFLTAR Y AV 2I2hsk L. B
TIPS RD N Loz THEERER L2 A VAT, ¥R
RO7 2Ly MIBWTEREOIT 2RO S, &G T oL,
BN EZEZ 5N S, TR ESR LA VATIE, /493
=T —EDT I BEEREIFEDEN T D,

[FxhE 2 ICBE T 2 IB(EZ2HIENR)

—f§%  FRLy I V) SR

(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)

AR - BRRREREE & 0 D BB 2 BT 2 RS SR 03

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) MARGE=RR, A BAESHERE 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
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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
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OARLABIA 2 7= 270 A W ARIIER DS OTH; CLEEHC A A 27T RO BB S
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LB ABAIIE. ARIUEBRIA ¥ T VI Y A L
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ETOHEIS L TIUHTIE W LTz, BED

Wiz +oBE L7z LT RAOEH OB 2 HIE IR
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ED) EE-EMSOLLELVHEHTL L
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BRI G2 WG L7 B B 2 HRE R B 57—
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(WA ¥ 7T 2 ) ZERGAE BF\ZHME 2 H IS
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L& B 2 AR BN 27— 7 3o T

7;:\/))0



(24 ¥ T VT Yy A AR T 2 FHHRE, A
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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
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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
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(<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%)
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(PR ATHE T B (15950 ]
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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
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(2)Z DL DEIER

WD XD BEWERN S S bN72a12d, R U Ty

9
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B T i 5695 (0.8%) . | # KI5 .
KLHE (% T ALHE | 2 fii
rat)

e DB, WM. 4| FM(2.8%). |OR%GE
LFonbd. B[R (2.0%) . | Bt E A
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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)

. I % N TV R
FESHIA 6 1 H S B0 B IR EOEMBIE S5 A — % 7 Al IR A Ll
Cerfii AUCp-12 Crnax Clro12 R, 101 . 3 #2
(nL/5) (ng - hr/nL) (ng/nL) (L/hr) AeNFIEN) vBE| SHE | 2175 (83.8-118.3)
5o
Cor=30 | 43 086+18,068 | 4, 052+1519 | 1.54=0 55 o N - <1§275?h§ﬂa>
30<Cer=60 | 15,010+ 4,158 | 1514+ 392 | 4.19+0.67 . 57149,
T S i . e
60<Cer=90 | 9,931+ 1,636| 1,058+ 183 | 7.25+1.15 i) ANy UV Y RIROME - i
Fey I E LTI 2mg/kg 1 H 20
Cer>90 4187+ 630 494+ 80 | 17.50%2.78 #1) A4 ¥ TN YL A L A SRR & D L
mean +SD 720
#2) p<00001(75 43 & D) 9

(4)



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 %,

10



[(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/

(6)

e N OB 24

RRHHPRXAFEEAT2-1-1

Cochey OV H—F
®RF. K7~ T - avatl (A4 R) BEREE
84013351
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(P X — PSS ML 5 ~ RELENZA
WCEDEHTZZE) YFIEWKIPRSAND T —L INT— K& B 21100AMY00288
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A DO (oo )
WK 7¢ B & 2000412 H
. MEEERE] 201443
H % =R E % e 38 N 20074 1 H
AR © mIcFoR [ 19994F 2 A

X (& £]

1. RAZHEICHWDS S, AR OKLEEZ
HEREICRFNT S Z &,

2. AT IVIT T T A ) ARGRE D TB D H: A
IO F KBTI THO, KA TR
HEIo 7 F L TPHICEZHEDS2HDT
13730,

(€= =] CROBEIZHEGLARNT L)

ARENDRRIF TR U CREUE OB D & % B

(% Rk - 1K)

e A8 TY 2y —hic > 2 ULk ETF I B

ELT5mgaET %,
O 4 |
e ® W7 IV = LD T Y ZAY —F%T, ZONE
MIEEOHETH S,
) I E L CHEHA S,

[%hEE - THR]

ARISOIBELA > 7 )V T B A )L ZEYE DR L U D
T8
;1.$%% BEIZH WD AT, f@%wx%m&%s

MR TOAIIIBRA > T IV T2 H A )L ZERE |
DIEFTIIVLATIRNT E2ME A, AAIDOMHA |
DORFEEEEEITHRNT S &, '

. AR RBCHW DA, 2 7T U FRERD |
L REAG 2 HUNICR S ERIT S 2 &, g
L3 ARIETHICHWSBAICE. BERELT, 127!
; VI YA ) ZERHE 2 FHE L T % BE DO IFJE |
L USRS TH S FROEEMRET D, |
P () R (65D L)
b Qe LRREY
; (9&%@%%%%@%%%@ ,
P () B E R s
§4.i%ia&f/7w1yﬁ@4wx@%ﬁmm%%ﬁ§
: VAN :
5L ARANG MR (IR R ([EE AR
L EIBR), =

,nﬁluﬁﬁt\éiﬁ‘“

bk N PN AOVIN!
TYURY—%2 TYRY—) %,

BIZIZ YL EL T EM10mg (5 mg
1TH2E, 5HME, FHD

WAz E N TRAT %,

2. FBEICAWAIES

HHELBRA BV
TYREY —% 2 TYRY —) %,

1. FFIEILELT 1 EN10mg (5 mg
TH1[EL 108, FEHD

WAZREHNTRAT 5,

>< Fﬁlf AEICEET SFERLDEE

L.

X2.
(1) HRBEBRIIAHTHDDDD, AFIOMFEHABKRICETE

@

(€)

$%%%% CHWDEE, R, ATHEZRER 0 # |

52 BT B 2 A E L GERFEE D 548 |
ﬁﬁﬁﬁ%t&%&%ﬁbt%%m%ﬁ%ﬁﬁﬁ%g
HT 275 —213EsnTniazn), :
AHKZFEHITHNSHEITE, ROMTERL THE |
Hesz &, '

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

NI G2 BIIAT 2 2 & (BEalEE 3ok k@I |
GEMMBLZBECBT 2680 2ENT LT -5 |
FESNTNARN), :

QA >IN T A ) ZIEGIEIC KT D TR I

AHlZwdH L CTHEAL TW2 B0 AFRT 5.

R S B ORI S 9 R D A MR B |

BOBHZEFITHL, BHMFREREOHRZBICHN |
5&&%(@%@@%%&@%@&%@%@9&%%g
TLHHBITE. AFZHEGTLANCHEMT 2L O1E !
BIsZ &UEEE%K%E B, ’

(ERALEDZEE]

K1, EERE CROBEIC
FLE
AHER] 28
ERREFANER

WREECRSGT S L)
Txt U CBoE D BEERE D & 2 8F ([EE

TENE DR HHRER 2 RBILL 20 mE I Tn
D, IR REEZITOWTIE, BRETHICX DR
EEDOHFN—DOHER 21T 27200 TG
EL T, AHNC L DBBOFB I N-%IE. OB
TEORBEOBENNDH D Z L, QHBITBWTHE

BETOEE, D &6 2 HEL F#EEH TN
KEEEZN—ANTEOBENEOIMET S EITDN

THE - FHECHLHHZITY &, 7B, 127
VI OHRESIC L > TH, FEORERNEND &
DMENH DD T, Lt EREOFHZITS 2 &,
%ﬁﬁ?& EQRBHFITHT DEHRBRN DN, &
IR TIREEDEBEF IR G T 2551013, BEORE
=41l ﬁmbmﬂbaﬁﬁé L,
REXIPSE OmERE (720, 2Eor1 > 7))L
Iyﬁﬁﬁ%ﬁémmrﬁbéﬂ%&bt@%@%%
PSR ERIZBNT, 13617 1 Bl RE SREME DR
Nz,

A 2 TIVI A )L RESYEIT & 0 ZE @
TUET 2T ENH D, REFEGRITKE ZEHE I
WHERE DR T AIA BN E VNI HRENDH D (IR
PEE DN NWEFICB W TH AR ME N H
%) ZOEIBIERDED 5DONEBE. RF O
HxEpilkL, BYRIEEITD Z &,
it‘ﬁﬁi%ﬁﬁvkﬁ%%@Mf$%®&ﬁﬁ
AR DB 2 BFITAK Z %55 2551 ARHA
BHRBITKE R Z 5 1TH %#%é LEHE
FICHHTHZEE L, HERFICHHTE 2 XD ER
FIVE AR RAE SRR & B E IR S 8 2 2 &,
BB, BN E B OB FICH WS AR (B
FEVE B B S SRR A SS) &2 OF 9 2 581213,
AFNERGTHRNCERTL2LOWBETL &,
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M IGSEDA > T IV T A )L ABYYEICEREL
720, A 27NV ITOTRIERERFAZIND Z E0iH 5,
AR E DB 511E. PR A2 &5 57 EiY)
BALiE 1T 2 & (e - S RICEE T S H Lo
HEIZR),
AHEGHRITEMCY 3 v ZERSS SDNZED
WEND D, ZORMPT gy VEEREZA > T7ILT
YDA ZEPYEITE D FEE, BRSO 2 B ikEE
DOEALIZIA, BREZHRSWA LI E, TRIETE
SBZIEDZZENFER ERSTZmHEEN D D, &
FTIIH AR ICHRBE I N TV EIRAEZ 41
X, <DAWEIRRE (B A IXEME) TRAT
L8 THIE, T, ZOEIBIERND S
NG EITE, BFEICMEAMLZ &5 BLEITHED
EEDHIT, WRZTOREHEYRNEZITDO 2 &,
AFNL, KM E L CTHAEHZ SO IBE K 2 ff
AL THD, AR L CRBUEDBEERED H 5
BECESLERICTYF 70 7F o —Nbosbi
EDWEMNHDHDT, HGIZBL T THITERT
5T &,

3. BMER

=D

<R >

I N PR AR BRI B W Ty RREBI291451] (40mg/ H 1114,
A - BRENEFEAOR 2 S T) H, 5061 (17.2%) IZHER
A B 2 B O RIER S S 7z ORERE) .

{657 R Rl A AR 2 R OV o e L R A B 2539381 . 68451 (1.3
%) I BHWER 3RS X 72, F D78 H OV R 1341 (0.24
%), F&35 7 Bl (013%), H.l - NEH: 7 1 (0.13%), MEE
R 6 51 (0.11%) TH > 7= (FHEEK THD,

<INV

N R 3R BRI BT, FREE 14561 d1, 3 41 (2.1%)

B R AR A i 5 s 2 5 D BIVE R 23 & 7z OKGEIE)

R Rl AR AL 7840 ., 1361 (1.7 96) 1T R R AR A i

T S DR S U (B AR TH).
B :
RN ER RIS 350 C, REFe, 2 () 1.2%)

EE R B W 2 5 O RIE R 23 & 7z OREERD) .

REE A PR 2891 h . BIPERNE IS S e o e

M

(AR TR,

EXAEER

Navd, 7F7245F>—avy, 7FI74 5

2)

Fo— (MEMTN, PR R, WHEE - MR IESS) (88
EARHE N NEZHZENHDDT, BRE 5
T, BRENRO NG EITE3HRGEZRIEL,
HY)BEZTTD 2 &

[EXR B, TR E SR ITRIRE (W
NHHERHD ) PEIDIENHZLDT, Bz
TN BRENRO NG IS EFIEL,
EYRLEZTT D C & ((HEERFEANEZ IS,

3) REMREIEFEFEEAE (Toxic Epidermal Necrolysis :

)

TEN). RE#EERAE(REE (Stevens—JohnsonfE{&E#).
SRATIA © PR IE 2R A ESE R RRE . 7 Rk M AR i fi
Bt ZIRALKE (W N HBEEARIHED.2) ZDEE L
JEEENDH SDONDTENHDHDT, BE 451
o, BENRO NG SIT3 RS 2FRIEL, E
YIISALE 2175 &,

Z DD EIER

DLIFO XS BEWERMN D 5bN=HEa1id. SRS
U Tl RlEZTS 2 &,

0.1%~1% 01%%® AERH

BEES [ r il S

SEOE., TR O LU O, K| 3k
BEHAHER s )

T O, EEMREZ B, DiE, NS
H oA &S0 Et |EeN, BHSRR BEAR
PRI

WE R, WRNERIREURE, s E A

# R % R W, S, SR, B
B B B WO,

0.1%~1% 0.1% K SAEEARERY

B R & iF

. SeiF. FeEh. M. R,
E25ER i

TED) RS UM D A TERD 5N TV SREHERIC DN T
BEARHE L2,
T2) WgF T DB 1 0.01% A
H3) ZO& I RGHICIIHRGERIETS 2 &,
AR PR AR >
| NG PR B T & 5 1L YA IRl B T s 7z 17
BMEMIZLLTO®BO THO, BEHEIVWITNS 1 %

RiiThH o7z,
Jeph, HAEE, WA, SOEHIM. BREREE, 5 DIREE,
T

4. 1R, ENR. BIAREADERE

(1) I SOIHEIEL THW AR D & 2 Im NITHR 5T %
BEE WEEOFREDSERYEE LE 2 &k
ENDHFCOAKEETH I L, [FIRPOHERGIC
BT 2% R L T, B (5 b,
U8 F) THREBEBENRE SN TWD, ]

Q) FARIHRETLEHEIETAEHITISEL I L& 0%
FURITH T 2 2 MITHENL L TWish, B (5
v D) THHFIIBITT L 2 EAmE SN TS, ]

5. INREADIKRS

M) NI LTI, BB 2B ARESETE D ¥
WSz EicorkEdT5 28 ([#EH EOFE]
DIEZ),

Q) EHAEKER, #AER, ABE 4 LT ORIzt
T BRI L TR (i HERER DYDY,

6. BALDIE

() ARFENZIHFRFAFOERABAZEZANT, OENNDITKA
BEICOAMERTEE, FT T4 =6 L <13
MICN TR I Lz &, A% (%A
HHD Z2EML, * 791409 —H L <I3HEMA AT
g ee 2L CA > 7T ARBRFICHRE L,
WY Cd 2 AR L DB DHZED - DITH
AN LIZEDOHREND B,

Q) BEIGEF RN OERTALR (T4 ZATANT
— ) e O EEE L, (HEEIEET L,
2B NRITKHLU TR, AFZBYICRAEZREGTES
WS NZEEICORREGT D& ([INEHEADE
5 OHEZ),

() FF 2 ENKMPNITIREREHND T, TY XY —
X ADERIINREHTD &,

[Z ¥ &) RE]

1. MAPBE

(1) BEERREA
E N B O D R N2 10mg & BRI AR S5 LIz E&ED
I3 rh S EEHERS R OSSR BIRE )X 5 A — & Z DL FITR LT,

50

IS
S

E
230 _
= —E-ENT—%
= —a— -5
&20
® (F#£5D)
10
o B = n n T s
000 200 400 600 800 1000 1200 1400 1600 1800 2000 2200 2400
ek (R
Cmax Tmax AUCo-24 T
(ng/mL) (hr) (ng-hr/mL) (hr)

ENT—% (n=12) | 29.77+9.74 | 1.67+0.83 [166.78%39.07| 2.56+0.56
W —4 (n=12) | 28.96+17.47 | 1.25+050 [149.48+79.10| 2.48+0.28

F7-. ENOEEERRAIC20mgP 2 1 1 2 [3] 6 HER AR S
WA DIEER AIZ10mgz 1 H 4[8] 6 HRIRERGLZE &, &
iR E LY gAYV

() AAN QAR EIL 1 [[10mgTdh %,

2= 13



(2

(3)

4)

(5)

BiEREERE (BN T —%)

R NI LR L T, EE OB R EEE (Clor @ 25mL/min
) TTad I 5 SR L, AU 3K 7 (388 L 7=, Z D&
R R mE R (1 [|E10mg, 1 H 2 [E) & 5 HEW
ARG U= HEE SN DAUCE, fEFERR A IT600mgZ 1 A 2
[8] 5 HIEERIRNE 5 U B 2588 72 Ik D AUC (73110ng-hr/mL)
DFIA0T D1 TH ol TOTEMS, W TIIHGEDH
BETOVNEZIRNEIN TS, ENICBW TEHEE
fEEREEEZGRELERBIIfTDN TR, BB, B
LB T 5 LD IRE AR EERZ BT 5 ARAOHEE.
LM OSBRI I T TR,
rieerEEEE

AXNIIFCRBEI NN, B, FHEemE
AFNOEDEREIIMET S TR,

SEnE

ERT—2%)

rElin e 6 B1220mg™ BRI A 35 5- U 7= IKe O if H S S gL
fatFE R A & EbiR U CTmax 2 DT 212 28 b 2 386 37, CmaxidkI1.5
£, AUCIERI.6f5E o 77,

(B AFIO AR EIL 1 [E10mgTh 5,

ENnT—2%)

BB, WHTIE AREOEEPMRENE TH O, BHAE
EERFICBVWTHRGRORBOLEIIRNIENS, &
BECBVWTHHGROFBIILE  NEIN TN S,

MR

N M g D /NI 10mg 2 BT AR 5 L 72 & & DY)
BHE/N T A—% # LI FITR L7z,

BEIZBITD

Cmax Tmax AUCinf T2

(ng/mL) (hr) (ng-hr/mL) (hr)
EHNF—% (h=10)| 30.5+11.5 | 0.840.3 [133.5451.3| 22405
AT —% (n=11)| 4414148 | 1.0+£04 |182.7+68.0| 20+0.3

2. 3 - He

M

(2

fEERRXA

[E N R O ok oD i g Bl A1 10mg 2 B | A$ 5 L 72 & &,
2 515245 £ TOREBMAKRDR P PR IIEN TR G2
D9.63%., #EILT7.08% TH >z,

BNT—2%)

F 7z, RO B ORGP B R 2R GHAEE D S OB
132% CTHo, FRVIFEFICHHINDZBDEEZ SN D,
755, fEHERL AT 50mg~600mg 7 Bilal g RN 5 L 7= 35 A
1 555245 R % T O ARZALAR O R b HE 21388 5. & D K85
~95% T, IFEAER#MZZTT, EICBEN L CTRPITHE
sz,

YA

N e DAL D /N2 10mg 2 BRI A G- L7z & &, #5
% 8 I £ TOREMARD R PEIFIZTNTNHK 5 % TH

7%,

)

A Y TIT IR G, TRRUHAM RS
(ERARER | BA)

S SAREIER R (n=136 A 50
WizH 2HH 3HH 4HH SHH 6 HH 7HH 8 HEH 9HH

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)

ey
20mg/ H
(n=101)

4.0 13.9 327 624 782 86.1 94.1 97.0 97.0
(=4 (n=10) (h=19) (n=30) (h=16) (=8) (n=8) (n=3) (n=0)

PN
40mg/ HEE
(n=110)

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

AAEERRIE, 2 BHRG3 HHICBWTHFF I EIVRA
51T TR UEPH K oA 57z,
HAREERDOHS
40.0
————— 75 RE
o BT —o— 20mg/H B
2@ 39.0 —— 40mg/ B B
I 385
EN
mg 380
{uﬁﬁ 375
L3
g 37.0
O 365
36.0
LIEA=] 28 3HEB 4AEB 5HA
TSR M) 107 107 107 106 106
20mg,/ H (n) 100 100 100 101 101
40mg./ B (n) 110 109 109 109 109
F7o, BIRAGFHEIEE Tdh % EE 5 ER GEEL 5. 5

PSR, % K OMHEESR) 12 DWW T, A > IV P )L AD
RN R S N IEFNT BT DB OHES 2R~ L 7=,
AT VIHER s, TR, HME. & OETER)
DEFE ERAERR  BA)

- RREERE (—FEHNEO
#ZH2HH 3HH 4HH SHH 6 HH 7 HH 8 HH 9 HH
7R | 0.0 3.7 56 204 352 463 574 611 648
(=54) | (h=0) (n=2) (n=1) (n=8) (n=8) (n=6) (n=6) (n=2) (n=2)
oISl 00 36 146 255 27 455 600 691 782
2ss) | (0=0) (0=2) (n=6) (n=6) (n=4) (n=7) (n=8) (=5) (n=5)
:gﬂ—s/lé}g; 0.0 64 206 333 524 667 746 794 841
2s) | (0=0) (0=4) (0=9) (n=8) (v=12) (=9) (n=5) (n=3) (n=3)

EARICHFEZNEBEMRE LR RRERRE

5~ ETONBELREL, FFIEIVA (0mg/H) 5 H
%G1 X BB G B Openitit) 2% i L 7z, TET
fEE TdH 2 > 7)) T2 EEER O (AR (R 37.5
CAGM, 8% [T U3 TR, SE)E, WHSEYE, AUk - B
A - BEETR S 720/ GIT7R S 70 WERE | DARBE S 245 T DL
LR LGS ERB O ER] ETICEL 2B (R i) 1

3. #HEER

ARIITFIRANE G55, 2200312, RO NRPICAE
bR E L THRt I NS, Fiz. A2ESE MNFF b2 O LP-4500
BOTREOMRBEICHEE 5 27200 2 EA%in vitogd B THER S

NTns2,
4. ZOMOEYRERN/NSA—F
MIFFEFZFEE : 14%LLF (in vitro) ?
(B8 IR Bk #&]

<AFRIC TR S NAERRFEHERBAE >
1. ERAEREBRRE

40HTH> 7=,

2. ERFRhEERAIE
185% LA OB ONEFEH R E L, P IE)VIA (10mg/
H) 8HMRSICED TPl (7o bReRELAE"ES

MR il BR) 2 = hE L 7z,

ZOREE, A > TIVI TR

ROFEH G 37.5CLAE). FERUK, "%, SENA, WHSENE. MM -
BHEIR DD B 2 DL LOFEIRDFEH) M OA > TV T T oA
IV AR I NI EBE OEIAIL, Y IEIVEE9% (3/160).

75t R 3.8% (6/156) TH 7= (p=0.331),

<BIMCTERREE NBRRERMAE >

m

ERNICHFIHAZEMNRE UBRABRKE

FF I EILIA Q0mg. 40mg/H) 5 HRIEGICHBNT, EH
FEMIE H T 2 R H/R 3 EIR (FEEL. S8 S O AL DIl
(GBI MR AR AT37. 0C AR, SR L AL NIE&EAE
LUTIR BT XUE HERA W | DIREEA 240 RA LA L3 L
A EBEMETERE) L-R2 T IR 2RI EERE
ICE DL /=, BERINZ3BFON. [FEMEISUIER)
DT — & H3FEAM T & 72U 1561 2 BR W 7231801 2 5 S0 I bt
TG EIE U TR L 7265581, B O REITNTNORS
A0H THEMFMICHEEREZR o Nz, 2B, B
FEhart N S U 72 e FIEE8941 (26.7%) Td > 7z,

1. BIVARRE RS

M

BINCBITBBAE IR E LR

A2 TINIHFIA ) Z DB TR S N FIEFNT BN T,
ek, BN OB CTIE T F I ENNRAHZRGIE T T RIC
LA BRICEWERENA SN0, ROIEFMBDEN -7
kDR TIIAFEE 7S REEOBREICE L - HEU
DWTHEINRBREBZIIBD s NRho 7z,

BB, NS5O TIIBR A > TV T 2P IA )L RIEGEIC
KT 2N R E MR T DI T TRIERIE DI S s o 7=,

14



A 27 IWVI O YEROBRRICE U7z B#(F R{E)
DIRITHER (BINERAR : BA)

S it s} RS2 RN Jek
M2 (LARE B L 45543 35644 77711
TRBRETEIE N S 6441 18451 90451
R U 75 Bl B (14%) (5 %) (12%)

P6.5H P7.5H P6.0H
" . 75.0H 75.0H 7550
B anzepr p=0.011 p<0.001 p=0.228
455451 3564 77741
. e P6.0H P7.5H P6.0H
A | 7458 7501 750H
. m‘;% p=0.004 p <0.001 p=0.078
e - 3214 2774l 56944
P T IRR, 72 ¥ IEI20mg/H

1) EBFHEEE OBE
FF 3 E)L20mg/ HRAK B BIEROBEROES 2, 1
BUEZBOER, 1> 7 VT F 1)) 2ORRA R
SNEHHIZON T EERIEIED 7R EHEE L
THHELUS. 755, A< 750 (DREPKIRS SC A
POFEGEID | TR, WPI, W K U (] X
it THEHR S| DARREDTARFRISL 1 568 L 7= 350 2 8081 & 3
Uk ZORE. BER MORETIZFT I EILBR
75 RBHZ I LA IS B 5 7t kDR
BT BRI R A B A D NS 12,
42T NI EROBHICE L1 B (R R1E)
CBAARER : A
BRI 22 U 72 H R D efiE

PRI 7SRt YFIEN0mg/HEE | T T AREE

e b E N7z 22

BER | 5.0H (n=227) 6.5H (n=228)
W | 5.0H (n=174) 7.5H (n=182)
ek | 5.5 (n=412) 6.0H (n=365)

A ITNI T IAINAD
TR HERR S N2 4R
ek | 4.5H (n=161) 6.0H (n=160)
N | 5.0H (n=136) 7.5H (n=141)
ek | 5.0H (n=312) 6.0H (n=257)
ERE. BEER, BN ALK DRI B W T, AR D0
BHLA > T IVIT A )L A DERNHERI N BEFICBT
DFEEL PENE. DU, MASENE S ORE R ORI B L 7
A (PofE) 2L IR Lz, 2B, BRIA > UV T oHFY
AV AIEGRE T T DR & fERR T 5 1TV TR 59 TR E B B0
INEI N2> T2,
DANRBGDA 7 INIT U YEROERICEL /B
(PRME) CBIMEEFER - BRA)
A TINIH ¥FIE e “
A VA D 20mg/ A TIeRE | BROR
ARl 5.0H (n=544) 6.5H (n=493) 1.5H
BAY 45H (n= 63) 6.5H (hn= 64) 2.0H

2) BlRH S FHMEBIEE DR
A2 TIVT T IA ) A DR HERR S N7 EH 2 x5,
FF 2 EIL20mg/ HIEAIZ BT DIEROEROE X 2 T 51
REMBEL, A > TINITOFITBIT D BERIEIRTH
D% & FEEV DB S DRI A ORE (RS R. iR MO
RS ERE) OPERRIZ DOV T FITR L=,
% ERMOBFHICE LB (hRE) RUOEHEDHFEE
CaibaEAR - RA)

% % D H FEEL DB H A OHEDFFE R
4 PFEW | ooy e | TTEN | o e | T o)
Hio 8 7 : s 7
I g/ AIEE WAy g/ AR WA 2omg/ ARk s
FEEk | 3.0H 3.8H 1.0H 1.5H 24% 30%
& N | 3.0H 4.0H 1.5 2.0H 24% 33%
b k| 3.0H 4.5H 1.5H 1.5H 15% 22%

IR AR, EBRER R, B SRS OB K OZ DD

A OHE D OEFER
NZDMOIME

A IR A O T8 BIRAT T, BB IR IS FE B LAY
WEF (BN ® 2 WA T38.3°CLAL) . &2 WIE
ROBENEEDEE THBEOHEENLDE L 22 AlHE
Hods I ENRINTZ.
BINCBITBNA )R BEEMRE LR
NBINCHITZEEERIFEE (HE/BHEAEMEMER) 2E
BRBCIHFDEE CTOBRKRERME

FAEER, BN B HERIT T & S B SV 2 1 B ZE e it
JEH (LU RCOPD) 2 B EBICH DA > IV P A1 IV A
BB F R E Ui E e S iz,

FEER, UEE. SN, WRSENE M OO 5 RER D4 T OIERDY
BT 2DICE L= H R fafE & LT 89 2 E)L Q0mg/H
WA OFMEE, TR E UTaEi Lz, #FlCIE,
A2 TIVI T A ) A DR HER S N7 AE B & Bk
BT e ez flniz, ZORR, RABRIEIEIO 1
SNE2FITIE. I T TR U E T
O EREZ10HEH L TWzd, Mat#iaZEI3m
SN oI, BB A D TIVT O FIA )V A DGR S
NTIEGITHF I ENVBIZ T Z 2 REHTE L 1.5H (p=0.009)
DEBREHENA SN,

A7V UPEROBRKICE L= BE(PRIE)

CESVARESER - BETRBEEEET 2ESH)

bR g | 7R R0 P
B 2 E O 113 7= 2 |6.0H (n=262) | 7.0H (n=263) | 1.0H | 0.123
AZTINIHF I A
DR RSN LM

HEBEZOFERRL, BEHCBWTTIRE42% (111/263),
HFIEIEB8% (99/261), #HEHRIZBWT T I RE35%
(92/263), FF I EILBEA3% (112/261) £\ T 310 i i C Al 2
ETholz, HANBEHENH D EHEINZHEERERIL &
HHIZBWT T TRREE 9 %(23/263), Y F I E)LEE 9 %(23/261)
THD, HEBICTBWTTIREE2 % (6/263), FFIE)L
BE %AW (2/261) ThH >z,
EAEFFRIME, BIAEPER JEXRTHO. W
WZEIED SN0 T,

i FEBELZ 63 2 W X B )L D528 2 i L U I COPD 2 FE i e
BICHDA VI NI oI ARREEEEZNRICT It
RERHE U TRl L 72, MitgaEDEE U T, alBriin
D & 1R D RIS R (PEFR) D28 L& (RFHIE) & 157
& (FEV1.0) (1 HH. 6 HH. 280 BT E#BHESC THIE) 2 M
Wiz, B2 ENVIRA TR DR KRIFSRE (PEFR) O SEHMHEIT,
TR R U BIFICHEB L, E5RB% 6 HHKRU28HHE
ThliaEN % GRIARTE D 1 B E (FEV1.0) 3 2 Wi KITR
s (PEFR)220% 2B A TR FLZBEOHEEIZYFIE
NWEEE T SRR EITA B NI o T2,

5.5H (n=160) |7.0H (n=153) | 1.5H | 0.009

2)BINCEITBNA Y R BB TOEKRBREKE

NA VR EEZEINTNWDEHE 652 B BN
B EIIEZE PR < DIERESRRER, PRE, REA2RE
DONWTNMNITEZY) OEMZ, LR BN & LK DGR
SE AR (3 ABR) N Je ALK TR S 72/ N R A,
IR C OGRS LS. TRiMRE O DK N T Bl
B (FHBRICHAANDEA > TIVI 2 F 1)L A ESEIT
FRELZEF MSME L. ¥ 2 EJ)L20mg/H AR5 B
ZDOWT, #HEINEZE2HKRTA > TINIT T ITAINZAD
PR S NFEHNCDE T TR ZRBE L Tz L
7o

B I E)VBEOFEEL, B, M. THEEE & OZ O 5 EIR
DO TORERNERICET 2 HEE. 7RI,
BHEINZ2ETISH (p=0.046), 1 > 7INVIToHFIAILA
DGR I NIEHT2.5H (p=0.015) OF /R JEHEA A
5Nz,

A7 VIV YEROERICE L /= BE (P RE)
GashhiaEg : N1 URIEE)

e FFIen | o]
G coma/ g | 77U |HEOE| Pl

#hIni=am 55H (n=154) |7.0H (h=167) | 1.5H | 0.046

ATINVITHFIAI R
DR TR SN

5.0H (n=105) |7.5H (n=122) | 2.5H | 0.015
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3

F/o. PUEMEICK DB ENEET 2 RN G OHE DT
ﬁﬁ@ BHEINZ2HITIE. YFIEIVEETI6% (24/154)
Uy T RBETIZ25% (41/167), 1 > 7 IV P~ )L
7\0)F‘§ R I NZEH T Y I EIVEET13% (14/105)
W L 7S REETIZ24% (29/122) TH D, HFIEILEEC
B2 HRARIFEIEN S 7= (R EIN7=2Hp=0.042,

I T A I A DR THETR X N EFIp=0.045)

MAEYEICL D BEEVLE LT HEMEDORKIRE
(BN : NMURVEE)
HFFIE) - N
fir AT 82 20mg/ F B 7T R MR | PIE
#hEnizah 16% (24/154) |25% (41/167) | 0.63 | 0.042
AINI I, .
DR TER S 7 13% (14/105) [24% (29/122) | 0.57 | 0.045

EEREHZOFRBFRIL, FFIEIEET9%(60/154), To1¢
REET43% (72/167) ThH o7z, mHEL ALNTZBHRIL [
EUER OB /M EAER OB TH O, ¥FIENHT7 %
(11/154), TS REETI4% (24/167) TH > 1=,
WEFNHDBETSPILULRIBLEZEEER
GCBIVBERR : N1 U RVEE)

e TIuREE [P 20mg/HEE
HERR n=167 n:154g
HEERIEBIBIE 72(43%) 60(39%)
i AE IR D AL/ Wi SR ORI | 24(14%) 1(7%)
[E LR 11(7%) 7(5%)
Mg - 5(3%) 5(3%)
HEWN 3(2%) 5(3%)
Jifi %6 1(<1%) 6( 4%)
T RUE R SE 5(3%) 0
% 6( 4%) 0

Fizo NMTURATERFEDD BERETFREBREZAL TWD
EM (FF I EIVE096, 75 REI36) TORERES
DFBRT, FF I EIVEET4% (45/109), 7T REETAS
% (51/113), 65rJZbU:® i DL (B 2 EIVEE36H.
7T REOBND IZBWTIE, I EJVEET39% (14/36),
TR REET45% (18/40) &, WITNOEMICRNTHY S
SENBR T I REEE A S o 7z,

BIMNCEBTBNREIRE U BRRERKE
5~12FETONEENG E LGl e. Rz
H& UG ERSRBEFAEO R - R F 2 E)L20mg/
Hi A, 5 HR#eS) CTEEL 7z, EEFMIEHTHD 1 > 7
JV I Y ETEE R O (AR (BFN) 37.8°CAdm, % [72L ]
SO TEREELL WYE - BOEE. WHEEE. AU - EE KU
W 72 U/ DR ER B D DVEUT TR 5 TR0 | DIREE A 2405 DL 1
Fifi L =358 2 8 & E ] £ T ELtEI’&(EP%{ﬁ)
4/71b1/b‘='74')bx0)r2 ZGAN 5 Ak Abi [ bs‘f
HFFIENWRGHN T TR EGRICILLABEICE -7
<0.001),

AV TINVI U PEROBERBICE L 7= B (FRE)

GaohagaER « NR)

g FFIE oo sme || PIE

Rt R 20mg/ H# 77 e \RE0R (SR
A2 ITINVIT T IR _ _ <0.001
R TR =5 ] 40H (n=164) |5.25H (n=182)| 1.25H ©5.20)

X 2. BHOVFRAEERRAE
() RIEAICHIT BRBETFH GBI

FHENITBNTA > TIVI T IA)) ARYE B E RS
NTHhe, FE2E(S KU R ZYFIE)10mg 1 H 1 [EX
75t R 1 H 1 EL 10HBBEADWTNNTEID T, T
BELE LU, TORE, 127V FREIRO R (e
IRIE37.8°CLA E ST FEBIR, %, SENG. WHSENH. MRS 5
2 DLAEDFEIRDFI) N1 > T IV T 71 )L ARG
BINZEBEENPILLERDSNZFEOE G, UT0EB
D’Cé@oto

AVIIWI YOSV RBEEEBEN 1 FILLLRD SN/

REDEE (BN FRAEER)
. H¥FIEN e
i B Tormg/ F B 7 IR PfiE
NAI30010 4% (7/169%45%) | 19% (32/168% %) | <0.001
NAI30031 4% (10/2455 1) | 19% (46/2425%1%) | <0.001

(2) E—HEICEEL TOSHEBREICE S B BRETR (B

A TIVL T IA )L ZEGE D FEAEDGED 5 3TN D sk
ERLIC, FFIEII0mg T H1EIE TR 1H 1 [E,
8HREMADWTIMTEIO (1, TR E KL, &
DFER, A > TV HRIER ORI (DA E37.8°CLL X
IFEEU, %, B, WHEEE. MRS B 2 DL EOSER
DFED) A > T IV A ) AR WGBS N B EFED
EBEE, LFOEBOTH- =,

AV T7IVI VY IA )N RABREEEEDEE CBIFRAEER

s FFIE o

Nl Yomay 16 TSR Pl
NAIA3005 2.0% (11/553) 6.1% (34/554) <0.001
NAI30034 0.2% (4/1678) 1.4% (23/1685) <0.001

*NAIA3005 © HBD KZICET B 18H EDEZFZ RS E Lz
5.

NAI30034: D I 2 =7 1 —ITE T 5 &l (655 LA 1) .
R 269 284, 1B SR B 3B vk O R B ER S
HDONA YT BEERGE L T=ilbk,

(3) NEMERNICBF BREETR (B

A2 TIVT A ) ZEGEDFEDBO 5N TN DN
mux®)\Fﬁ%‘7&ﬁ%é HFFIEIV10mg 1 H 1A I HEEE

T H1[E, 14E|F'ﬁ&%@usa“‘mm:%’wmj\ TR I b
B Uize TOREE, FizimR AR EZFBH L, 127

WL HFIAIN AEEDNHER S NZEEOEEE. UTok
BOTH- T
AV T7IVI Y IA )N RABREFEEEDEE CBIFRAEER)
i B zﬂ;gg S R P
NAIA3003 4% (7/184) 8 % (16/191) 0.085
NAIA3004 6 % (15/240) 9 % (23/249) 0.355

*NAIA3003 : ABBIA > TV IA )AL TR &Y
LB DTN YT LT T TR e,
NAIA3004 : ATRIA > T )V T2 A )V AR UBEIA > 7 )L T
CHIAINZADNWT UKL TH T T REHS,

K<AFRICTEBES NABERTERATAHAE >
(1) ERRERE

4/7w1/ﬁﬁ4wxw FUIiE DIEHE I B 9 2 {1 Rl A
BT BREM R CENEZLNTOEBD ThH 5,
AR

97.2% (4041/4159)

97.2% (3643/3747)

96.6% (398/412)

JRAT R R B
INA YR BELSL
N U R D BES

N |l (655 LA 1) 96.7% (204/211)
5 T PEIT R 2 (RS . COPDZ &88) |96.0% (169/176)
A |\ OB G R 2R (8 I E 2 BR<) 100.0% (28/28)
PRI 98.0% (50/51)
T BIEEAS 100.0% (3/3)
~ 5 A 100.0% (44/44)
;‘;‘ 5 %~ 1 55 A 98.1% (418/426)
155%~ 65 % A 97.0% (3375/3478)

EV A TN I TN ZEGENEIEL LT e X
NsYAZHAT

w2 Ta], TiEsh], THIEARREI DS B,
(%)) &HE U 7]

FE Y E R A
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@xﬁiﬁmﬁﬁﬁﬁ

1)i81
4?7}1/1/‘&‘7’]’)1/?(@4%? TR B AR DA B & iR
529 A TN T HEBE T v N OBRETERDBS
ﬁf%otSﬁHL@WAE%&UBﬁ*ﬁ@¢ AR &%t
G UEEdfREREzsNETNEB Lz, 1> 7T
> R B R S O EL D P 1 B (i) lZLA T o & B
DTdHh5,

FITEE H (e fiE)
=T LN NI
A OSELLE) | (2 ~15HeAi
A 2TV EEERE R | 3 H (n=421) 2 H(n=334)
fipE s 2 [ (n=387) 2 H (n=430)

VA T O RERER - S0 - I
DA R SUIBEET OJE A, %

2) Fhh

’l’/7)I/I/*J"7'r)I/XT‘/§ JUiE DT BRICEE 9 2 B ah ik % e
BETDHEDIC, A2 TINVITTZERIEL TWBEEDRE
%%%émﬁ%ﬁ%ﬁ%%ﬁ%tht%ﬁéﬁoto%@
FER. REN TR G ROIERF TG TOA > 7
VI RIERNIZNFEN13% (3/266f1) K T5.06%
(16/316f1) TdH > /=,

TE1 D FELG7.5°CRA L), SO - FF. IR, O E DA
AT O A, %D S B 2 ERM LAk L T1.5H
PLEasi, mOMEBEF v NEEOEREOES

S, D&

[ 2 & ]
1. invitroCOEMN

X 4.

A3 B WIEBRIA > T IV T > 7 A )L X 2 &Y S 1 /~Madin
Darby-{ X B g AZICx LT, HF 2 EIVIZHBEKFEN R
AN ZVER 2R L. T DICofili AR & L 7C0.004 1t M~16 12 M,
BRI % L C0.005 1t M~1.3 1t M, ICoof VX ARSI 56 L 7C0.065 1t M~
>100 M, BENZH L T0.065 L M~8.6 uMTdH > 7=,

. BMETILTOEMN
ARG B NWEBEIA > T IV T A )V A Z BRI 4R UK
PRI AWK L, FFIEINDEENEGIT~ T A
FOTA I ANl E HEERFIIER TSI E2, £/2 AlldD
DWEBEIA NI YA ) A% SFENIC R LR &
7 ly Ma LT, ¥ I IO SN 513 SN B
%?T@W%»Xﬁﬁ%m%mﬁmnﬁ?éﬁ\%ﬂ%mﬂ

. 1ER%F
FFICIE, A 2 TN F YA ARMITAAET 2 BEH
/AT -V ORRMBHEETH DO, AT > T)T
SHUANATHONTWARRETOYTIATD /(T3
=B RUBMA T NT Y IAINAD ) A FI=F -t %
BEELEY, UMV A/ATIZF B3 L <ELESINE
T ANV ARG 5 GRS 2 DITHETH D, I 51T,
DAV ANV A 5 S TEGE O LRI HET S D DI bbb
ETHHUREMNENS 2. ¥ I CIVEMEANSERL,
DEEFEMET 2 2 & TREO LEMIAN 5 BREED A > 7
WI TN ANLRET DD EEEL, AR UBRA > 7
WIHTAINADEROIEREHIET 5 EEZ 5N,

it 1%

BMEA TN T IAIN AR T 2T F I EILOR)E
MRt U 72 g5 TR B OV TR G PR il © I N P 540 5=
ZhiEt U 72 i R 0 T, 3001 LA LD EBRE NS L 72
A2TINIZ T IAINAKICBNTTF I ENITHT D2
HORTFLEMIZED bNEhoz. TNETOEI A, @4
ATINVIT T T A ) ZEFIEDRIE N O T L2/
FIENE2HEMES L VEMCBNWT, -3 t)bﬂﬁil?
HIHBLDOHREN D 22,

ENIZB W THRA K ONEEE 2RI 2 EIVICHitE %
IRGTA 2 TINI A ) ZHBICE T 55H& 217> 7= (2001
FE~2005FET — X2 AL 20068 ~20094E > — X > 1 /N,
T ORER, ARG IIL G-I 78 - FE L 72580610 H
FDOA L ITINIT T IAIARDICofiE L D, T I EIVAEHE
MR I N D HRITERD SN ho Tz,

x [ &3

(B ICE Y 2B ZFR]

—#%4 - 2 BRI (Zanamivir Hydrate)

(+)=(4S, 5R, 6R) -5-acetylamino-4-guanidino-6-[ (1R, 2R)~1, 2, 3~
trihydroxypropyl] -5, 6-dihydro-4H-pyran-2-carboxylic acid hydrate
C17H70N407 M

(=2

i
s

XH0

CHBEOMAETH 5,

KIZRRRTITS LK, TH /=)L (995, Y=k
NP ITFINIT—FIVZiZ E L ERT RN,
0.0075mol/ LA EE VA IZ R ETIT < W,

- R TH %,

SDEREL (ogP) @ FF I EIVISMMEA A > 2R T 5720, HER
B OMEIEARATRESZ > 7=,

[ER O EDEE]

R EDEE -
AFENZARIIBRIA > 7 )V T2 7 )L AREYE D FEIEH DB ]
OHBTHEA L =BEIC 0BG SnE T,

5 )
AAOTELOMERIIL, B, BRI ST 52 2,

e
JL>y:

[IE)‘Cﬁk]

Cass LMR, et al.

:I:i:]
=<
(4 TYXHF—=X5)X 1

: 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 Itzstein 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 EnglJ Med, 343, 1282-1289 (2000)
12) Gubareva LV,etal. : JInfect Dis, 178, 1257-1262 (1998)
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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,

21



£ 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,

(B%E 9 (CBET HE{EZERIER]
— R AFR 1 XS 2 EILKEIY (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

CH,
IR - BB~ MR RO KR TH 2,
AKIZRRIETIZK K, A/ —=)VXFT% /=) (99.5) IiZ
WFIZK <, NN-PAFIHFILAT 2 RITHD THEFICL
Wy,
Fles c 242, 0~243.5°C (4R
SrBefREx - log P=-1.16(P=0.069) [1-A2 % J—)L//K]

RAC 13

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

(AGRSRMF)
1 FEOREUEROENEERET B0, WHEEEZREX
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

[EZE K]

Ok REF =)
D &R (BRRERER ICBIT 2 3EMEIRE) (200902650)
2) fENER (EFRERRANICBIT 2 EYEEE) (200902651)
3) fENER UNEEZRE L AENSE IR (201001514)
1) tNER (R EhREMRYT) (200902652)
5) fLNER (EEREICBIT HEYEEE) (200902653)
6) tNER (EAFEEICEET 250 (200902654)
7 ftNER (5 MBI S04 (200902655)
8) thINERL CEMEhREFRISEMIME BEAEH) (200902656)
9) ttNER (EWNE TR (200902657)
10) fhpEkl (EFE 3 F S ARG (200902658)
1D t#NER (ENSE T (200902659)
12) #hNERE B2 BT 288 (200902660)
13) Baz,M. et al. : Antiviral Res., 2007, 74, 159 (200902920)
14) Baum, E. 7. et al. : Antiviral Res., 2003, 59, 13 [200902921)

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

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 &

® : BRHE
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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 &,

23



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,
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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

1 )Yoshiba S, et al. : ] Bioequiv Availab. 2011 ; 3(1) :
001-004

2 )Ishizuka H, et al. : Antimicrob Agents Chemother. 2012 ;
56(7) : 3873-3878

3 )Ishizuka H, et al. : J Clin Pharmacol. 2011 ; 51(2) :
243-251

4 )Watanabe A, et al. : Clin Infect Dis. 2010 ; 51(10) :
1167-1175

5)Sugaya N, et al. : Antimicrob Agents Chemother. 2010 ;
54(6) : 2575-2582

6 )Watanabe A. : J Infect Chemother. 2013 ; 19(1) : 89-97

* 7 )Kashiwagi S, et al. : Clin Infect Dis. 2016 ; 63(3) :

330-337

8 )Kashiwagi S, et al. : ] Infect Chemother. 2013 ; 19(4) :
740-749

* 9 ) HAER 10RO /NREGRITA 7 LI 7 A VAR

P FIEMFIR ROMIE 2 B & L 7 52 F & 0B ERLT
Gik=frdad G

10) Yamashita M, et al. : Antimicrob Agents Chemother.
2009 ; 53(1) @ 186-192

11)Itoh Y, et al. : Nature. 2009 ; 460(7258) : 1021-1025

12)Kiso M, et al. : PLoS Pathog. 2010 ; 6(2) : e1000786

13)Kubo S, et al. : Antimicrob Agents Chemother. 2010 ; 54
(3) : 1256-1264

1NHAER : 72 Ly FRREFMICBT A7 L AER

[SZEREERSE - REEHSHLEhESE]
EERICTMORARRNOE 3 LT L TR IR 2 &0,

FoSapRan WREHEry—
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2018 2 A1ERK (551 hR)
B ik SRR
BRI« 2 48

MA 7V HFIA)LRE] 10mg 20mg

WS GTD

\':7"' t’r = BR7BAIA | 2018Z:38 | 201843A
/ / — il mg EWAEE | 2018420 | 20184F2/]

HA R S BRE S
87625

HKaBE | 23000AMX00434 | 23000AMX00435
SEAM LR 201843 H 20184E3 H

Y I)L-Y £ 20 mg

NaFFel <ILRFIIVEE

§ P PEL L XOFLUZA
[ 2 EE L2EKBONICE UTORBEEEEORSET 3.
= =]
AHOREICHE>TIE, FHOLBERERECRETE L. Lt zoiiﬁ
[T3hE - MRICBIES BEALOEE] DESHE] 40kg LLE ROEHEL bt & L 40mg)
. 20mg £% 1 %
20kg LAk 40kg i . . A
(22 (ROBEICIFBELAENIE)] VIAFTEN AT ELT 2ng)
AROMS I3 LBBEOBEED S 5 B R LEDR B | s s s L 10ng

(HEAK - 1H4K]

1. #mk
IK7E 44 V7 ) —FEE 10mg ) 7 )V—HEE 20mg

By GE(INOFYEN <IMKRFIINNOFHEL IRFII
(1 $&) 10 mg 20mg

FLE KRN, 7O ZX IV A0 — | ALK RY, 70 An—
AFPUD L, RERY, fRAFRIDL, RERY, #&
wny evo—X, IXNVEZXTTY o —X, IXIVBEZXTTY
)22 NUAVFN VFhUT LA, ESOAD—
A, BibFH >, ZIND

2. MR
K7t V7 ) —HEE 10mg V7 ) —HEE 20mg
Sk - 7 M~ EAOMEOERRA | HEa~REABOMHMED 7 1«
T|0#ETH B, WAD—F 4 »T8EETH 5,

zii ($) S NG
S 7 i i
fE SO T —

JEE £ 3. 40mm

B ) 61mg 1 127mg
R — R @ 771:10 @ 772:20

(2h8E - 2HR)
ARIRIEBEIAS VI NI YO A )L RREEIE

; <EMHE - MRICEET BERLOEE>

L ANV AEOR S ARSI BRA STV T I A IR
| BREOS TORHEIH L THAATRANT EEMER,
L AHIORGOBENEEECHRANT S &,

2. AHOTHHEGICBT MR ORI L THRY, |

w ©

AR HNIA B R UAE IR R IR, [THEERERNER] ©

(A& - RE]
1EE, BARGI2EBHUEDNRICE, 20mg§E28 (XOFY
B <IRFIINELTA0me) £BEEOKRET S, K
L, #E80ke LIEDOBEIC(X 20mg g 48 (NOFHEL <
WRFZILE LT 80mg) EBERORET 5.

D EE-EMEOLLEIVFEATHI L

6V)

<R - RECHAEYTSERLOEE> 1

VARRIO B GAE, ERFEBR, FTREZRBR D SN THMGT B T LAY

:%ibm DERFEB 0 5 48 IR RIS 2 L2 BEIC
VBT EMMEEEMIT ST —F I3 E SN TR, ]

Q

~

(2)

[(ERLDFE]
EERE (ROBEICIEERICRET R L)
HEOHHEIEREDH 5 EE [FHRARBNRV, (TEYBEIRE)
DIEZ) ]
BEELEARNIEE
HEBEBRIEIAHATHDHOD, i1 > TINIT oY1) 2 E
FZICRETHEORM - RERERBE L BN REINT
W5, /NE - REREFIZTOWTIE, BEWTHICXD2ERESEDOR
N—DFERZEIET DD DOFRHMRMIEE LT, KElIck?
BENHIEE N %IT, ORETHORBOBZNNDH D &,
QHBIIBWTHEEEITOHS, Pia< &b 2 HM, REES
WZNE - REVEZEN—AICRBRSRBRWEIERETSZEIIDNT
BE - RECHUBHETS 2 &, BB, 12 7IVIFINE
HIZEOTH, FAROIERDD SN2 EDORENH DD T,
FREEFBEOBHEITD T &,
B RGEDS 1 > IV P A )V ZAREHIEIC AL
CIUNIUURIERERRIEND T ENDH D, Ml
A, ViEF 2R 5T EB/YBAUBEEZITS
HE - ZDRICBET S Lo DIHSH]
ElER
FRA KN 12 A ED/NE &S R & U BRI BT 2 22tk
PR B 910 Fil,  ERPRARERE 0 HH B &2 S O aIEA I 49
Bl (5.4%) W BNz, ERHDOE, TR 126 (1.3%),
ALT GPT) #Emm8 i (0.9%) THo7-. KRR
12 JRA O /N &5 5 & U BRI BRI B 2 22 Mk 5
105 B, FEIEREEOBREZLH 2408 ERZ 4 6
(3.8%) Wiw BNz, ERrdOE, TFH2H (1.9%) T
Hotz. OKFERE)

=0, 1
YE D
L. [T%)

TR\ 1%LA 196 Al

KPR R SR

Hids T

ALT (GPT) #§hn, AST (GOT)
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JI7IWN—YEE (2)

4. SEHE~DERS
—RITE IR E TIAEEERESNMETLTWS0T, BREDREZ
THCER LN HRETEH L,

5. 3R, ER BILR\EAOE’E

() MR SUIIEIR L TV B ATREM: D & B 7 NICH 5.3 B 541213,
B LEOFRENEREZ LR EH I NS HRICOAES
THIE, %%¢®ﬁ5k%?%f%ﬁm%jbfwﬁwo%
WEE (Fv b, THF) IIBWT, #EHFEHITED S NRK
#otﬂ,v&#msw&%%%&ﬁf,mFﬁvﬁﬁﬂﬁﬁ
BHAMESINTVWSE D, £z, Ty MTBWTHREE#ENZED
5NTN5Y,]

(2) ARG T 2R ICIRALERITISES 2L, [BE MRS
NOBITIEARHEED, Ty N TATHFANOBITAREEINTY
%2,]

6. MNEEADES

() AR, HrEEsUIRgic
WV, [ HRERAS]

2) NI LTI, AKIZ2#EY)

COHBETSH I &,

7. BERS
AHIOBEE G ICHET 2 HBERIIGE SN TWRWE, BIERN®
SHNEHEIE, ERITB U CGEYBRLEZITDS 2 &,

8. BEALDIE
EERIZI(TEE ¢ PTP @3k O FEANZ PTP > — F#bﬁ@ﬁbf%ﬁ
THEOIKETHE, PTP 2 — FDEMKICE D, ST
MEEREARAL, = Ji%?L%tLLTMWIﬂ%%ODE%

BPHEEHRET D I ENMEINTND,)

9. ZOMDEE
Ty MIBWTAERGICED oo R P kT
EMALER Y FO >R T S5 AF KR (APTT) DEENED 51
=, EY 22K EOPEHRFICIE PT BTN APTT OIERILGED &
NEholEOHENH D Y,

(4 EhHE]

Y BRI L T

CROKETE S EHEE N8

1. MEEPRE
NOFHEI <ILRF VNG, MK, FEhoT 25
T—PIL o THEDMINOFHEI TILRFIVIEHEIRIC
kG fRE A, MR NOFHE) ILRFIIONFIEFE
AEBEBEINIRNo=D,
(1) BERRA
f@EEm A B, NoFHTEl 7»?*&»4Mgéﬁﬁ
A4 6 I mEAERE (14 6) CHEEROZSLEZEED
AD#ﬁtw NIVARF IVIEEIR D IEMBRE/)N T A —F 2K
2, PR EEHS R L IRT . SERRG EERA
%&ﬁfmmmiﬂ%,MHJ%%M@LtOMM@¢%ﬁM
WIhs 4ARMTH o720,
#1 HEROZEHRONOFHE)L <IVRFIIVIEHEOEY
FEE/NT A —%

) B | Cmax*! Tmax*?2 AUCo-int*1 Tiy2, 1
1 % )
RGR | RERME | (ng/mL) (hr) (ng + hr/mL) (hr)
40mg ZEfEE | 14 | 133+26.3 4(3-5) 72061325 | 95.8+18.2
40mg 7% 14 | 72.5+28.3 | 4(0. 5-5) 48461814 | 99.6+£19.6

X1 P + AR (R
X2 Rl (B ME-RRAE)

(ng/mL)
160
—— ZEfEIRH% 5

140 s —o— AR%ikE
" 120 S = R UE(R 22
e
Ly
]
3

120 (hr)

0 24 48 72 96

[l
B1 HEROESHEONOFTEIL <IVRF 2 INEHER
D3 i 3% v R EHERS

2) BEARD 125 EophREE
12 5% LA L 65 A D BE RO 1109 B2y 545 51 72N
OFHE) IV RFIWEEEOMETRET—% 8310 R
A2 F) ZRWTREMEMEIRMENT 2175/, ZORMEMEK
WENREARAT ORI 2 FT, ERRILE S AR (RE 80kg
Rl 40mg, 80kg LA R1E 80mg 2% 5) 12HB1F % HANEH
343 BIOIEMERE/N T A — FHEFE M A K 2 1TRT P,

R2 RABERT12EULO/NEEETONOFHEI)L <ILR

F 2 VIETER OHEE KM BN BN S A—5

“ fhE ! Cmax*?2 AUCo-in?
L = i i
REE BR) ik (ke) (ng/mL) (ng - hr/mL)
102 6598
T 5 +
40mg (80kg A | 309 | 59.1+9.62 (25, 9-244) (2186-14690)
126 9949
3 D, + /
S0mg (80ks ELE) 3 88. 857 64 (33. 3-243) (4122-18330)

X1+ RRYER i
X2 OEME (BUME-RoKME), RHEFERYBIEEM@TY 7 1~ NOMEM @12 25 <
BRI T A —5 21 DT HEEM

(3) 12 mRFBDNREE
12 ARmO/NREE (105 6) eNaoFHE)l <ILRFIL
ZAREIZE U T 10~40mg HEREOH G Lz EoNOFF )L
ROVARF IWEER O BT REHB 25 2 IR Y.
NaFHE)L SIRFIOVEREOMBEPRET—5F (328

RN ZHOWTRHEREMEIRMT 21TV, G5 072EY
BN T XA — Y HEFE 2 ER 3 1TRT D,
(ng/mL)

150

o 40 mg
o 20 mg

125 a 10 mg
Ifi
yg 100
LF 5
m v
4

50

EI:\
g
25 A Egg
o
NG E | B3 48
0 24 48 72 96 120 144  (hr)
Ryl

K2 12@Amo/NEEFTONOFYEI) ILRFIIL

T8 AR O 1 55 Hh R R HE RS

#£3 12mABmO/NERETONOFTEI IV RFIIVEEK
DOHEFHEYENRE)N T XA —%

- ] Cnax*2 AUCo-ia*?
S =] ﬁ) i
BehE (fk Bk (ke) (ng/mL) | (ng - hr/mL)
115 7236
o > +
40mg (40kg LA E) 8 |45.8£3.80 (58. 8-145) | (6014-10160)
100 5081
. PR 97,5+
20mg (20kg LAk 40kg Af) | 66 | 27.3+4.98 (37, 6-150) | (2316-9115)
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= ¢ R Cmax*? AUCq-in 2
RGE (R b (kg) (ng/mL) (ng * hr/mL)
oL e . . o 76. 9 3408
10mg (10kg LA I 20kg Aim) 31 | 16.3£2.04 13, 2-109) | (2170-5344)

X1 SR £ R )

X2l (R/ME-ROKE), RHEMSEYBIREMATY 7 & NONEM ®Ic & D <
HMBHREIN T A—& WA D7 DHEEM. BBRKETIIIND
FHEI IVRF )L Sng HE5F O M fEFEET—% (Gkeg LA E 10ke
KD 26, 6 K1) 2EDTHEIN:,

2. FeEEESRE
S EE P HERERE = R ¥ (Child-Pugh 28 B) S O BERE 1% %
ZFNTNOFTEIN IVERF IV A0ng Z 228 R B Al 1%
HBLEE, PEEFHERERE TO Cnax SO AUCe-iar 1,
ST EOTNTN0.80 ERT L I{ETHo=0, ULHE
NZ&B5F—%)

3. O
NOFHEI IVKRFIIVEEERO b IEE ARG RIT
92.9~93.9%, b MIMEREITERIZ 48.5~54. 4% TH> 72V,

4.

() fREERA B 6 iz [UC]-NOFHEI <IRFIILE2EE

REHEREO# G Lz &, mighTiERieNoFyEe)l <)L

REFIVEEESBRE SN, Z0oM, NOoFHE) <ILRF

SOVIEMRD 7))V 7 0 D EER AR R OBLESRIE S = Y,

HEANCEDT—H)

In vitro REFRBR O R, NOFHE) <IVRF WG

UGTIA3 I2 & 0 7))V 7 o VB ARICRI# I N, CYPSAICKD A

IVRF T RRICRBE SN B EHEEanz 9,

5 Het
R A B 6 flic [MC]-NOFHE) <IVARFIL 40ng 2
ZERERF B AR O G Uiz & &, B INZKSRED 80% K TF
4. 7% enen#Eh RCRPAFREE Nz, 5RO 3. 28%
MEFIZNOFHE)N I ARFIIEEARE L THE
=0 GHEANCEETF—%)

6. FEYIMAEIER

1) In vitro HER
In vitro iR DR, NOFHEIL <ILARFILIL CYP2B6,
CYP2C8 B CF CYP3A 2, NOFHEI <ILRFIIVIEEEIZ
CYP2B6 K O CYP3A Z iR R AT HELZD, £/, NO
FHEN INRFIIIP-FEEAZEEL, NOFHEI
NIV F IVIEEARIE P-REE A KOV BCRP 2 HE L 2, NOF
HEN TIRFIINREZDOIEERII P-EEHORE TH >
729,

(2) BRFREER VLEANICKZT—%)
A N RICEYHEERZREF L. NOoFHEDL <
JVIRF DIVIERDORYBIEEIC F T B O ZE R K 412,
BHRAROEYBEICKIFTNOFTEIL I RFIINDOEE
2E5ITRTY,

4 NOFHEN IVRFIIVIEMHEAKOIEYEREIC KT T

(2

~

~

O
NaFHE) IVRFIIL
i - R iﬁ‘lﬁﬁi@%%ﬁjﬁé{\“?%~&
Bf F 3 % D 90 % (5 FE X F]
(BE#e 5./ B 5.)
DEREE | AH| Cmax AUCo-in
4 ~FaFJ =)L | 200mg*! | 20mg*! 19 1.33 1.23
(P-PEEAMEEAD |1 H 1@ | BE [1.14, 1.55] | [1.09, 1.38]
TORFY R 500mg*2 | 80mg*?2 12 0.79 0.75
(UGT BHEEA 1 H 2@ | B [0. 65, 0.96] | [0.66, 0.86]

Xl:a hZahy—)b200mg 2 1 H 1 A HEX2[E) 19 HERKESS L,
55 HEINOFYEIL  <IVARF )L 20ng 22 R [E14% 5 2 OF

X2 FONRFXT R 500mg 2 1 H 208 18 HiERE# S L, #54HEINOF
HEI <IVRF )L 80mg ZERERH A% 5% ff

J7I—Y8 3)

%5 PPHEOEYHEICKIINOFTE)L TIILARFIILOE

=
O D HENRE /)NS5 A—F DL
S Bk AR | [909% {Z AP
B (e (PFFEE S/ HA g2 )
PEHIZE | AH Cmax AUCo-int
e me [ d0mg |, 1.00 0. 99
(CYP3ABEFD) | HilE | B [0.92, 1.09] | [0.94, 1.04]
TAEL > [0 260 | Some | 1.00 0. 86
(P-BEEEILE) | WE | B [0.81, 1.231 | [0.73, 1.01]
BANASF> | lome | Sone | 0. 82 0.83
(BCRP £2D) BiE | B [0.69, 0.981 | [0.72, 0.96]
(& RRAE]

1. BRARC 12U EDONEEHNRE U E R RS I AHER R R
12 LA EDA > 7T T )L REYWE R 687 6] (HARA
518 & Es) ICAKl ONOFHE) <IVERF IV 40ng L
<13 80mg) XiZ 7 Tt % BiERE i G O H R K O 2k
ERATHIEEAME LT, BEA(C T E SR TR ik
HEOERIIEORVIRIDEBDTH, TIERITHTS
AFNDEBIEAREE S N7z 10,

%6 EFELFEE DHBEKRRBRTOA > 7))V T R

e e ) .
Eiacs £ ik sats 195 % (S48 X FET] p il %3
53.7
A 199 [49.5, 58. 5]
e p<0. 0001
R 20 [72.6, 87.1]

XA TNV T T OKIER (%, WROwA, B, SOF0, BoFIX
IFERE, BHASOIBEET O A, WITE IR O TORERD 7L
M3 TEE) CRETLETOMMEER L, EL, TOREND
2< EH 2L 5 FEHLL BRI L TWB Z & 254 E L .

X2 R RARE LG, TR REELFD SR

I A TINWI T TEROGEIZATY (1L ABLF, 12 LR LU
(RA/ 727, ZOMOE - Hilk) 28 L7zEHl—&%{t Wilcoxon

0.8 *, — A
S --- TR

OpH O miel >F Rt

0 30 60 90 120 150 150 200 240 270 300 330 (hr)
TREBLAD 5 DIEEH]
3 [EIREIL A S AR ER PR A BR T @ Kaplan-Meier HE#R
2. 12EERBMONREMRE LIZERE I BERREER
12 ARIEDA > T IV I T A )L ZEYAE B 1A K] 2 B ERt
OGO KR OEMEZBET D &2 HME LB
HIEERABRD S5, (KHE 10kg KA EDOHEHE 102 FlIZHBIT 55
BEERTERORADEBOTHo72 1D,
KT LR2ERMONEEZMRE L ZENSETHEKRBRTOT > T

IV I 2 R
B IR R [9? /ﬁaﬁfz;m
(K 40kg BA L (8 f) 40mg [&?%41
1R 20kg LA I 40kg A (65 1) 20mg [38. 35 22. 5]
{RE 10kg BLE 20ke A (29 ) 10mg [29. 29 ;4. 1]

1A DTN IFEROS BEROEDTED (GKkeEE) 28 7zl X
& TEREE ), ORI (R 2137 5 CRIGICHET 5 £ TORM &
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VI =Y (4)

EFELIZ. KIEL, TORENDRS D 215 KR LFRFRHL Tna Z
EERMFE L.

X2 R (1D EERS

1.0
0.8
fH
;JJE
HR0.6 4
-}
=
D .
£
AN
=
0.2
+HiRETY) 0
0.0
f T T T T T T T T T T T
0 30 60 90 120 150 180 210 240 270 300 330 (hr)
BB D 5 DMK

4 12 BMAMD /N 2N RE U= ENG AR R TO
Kaplan-Meier Hh#z

[FEhFEHE]
In vitro D A )L RIEFEHNHITHER
AR B BIA > TV 271 )L A DEBREM IR IR 2 B
(VA5 3I2F—VHREKICHTZEZMHET 2RI NA/
H274Y 28 Bbk 2 G E0) 2 Y S 872 MDCK MlfE (1 X Bl el skekk
{EfIfD) BN T, NOFHE)N IVRFIIEREEIEID 1
b ZBEMESN R R L Tze (T2 Il % 1/10 ITHHIT 5
MR (ECoo) 1Z, AZITO0.46~0.98nmol/L, BHEIT 2. 21~
6. 48nmol/L TH > 7=,)
72, ZOREE, HNI U HINY RO B > TV HFr
AIWAR (VA7 —FHEFNHT 2 EZHEE T 27R9 NA
JH274Y, NA/R292K DR ERKZED) ZEY S ¥ /= MDCK iz
ZBWTHRDENZ Y, (ECy i 0. 80~3. 16nmol/L)
In vivo 10 1 JV R1ER
ABRITR OB BIA > T )V T 2B A )b A D FER =M T R 2y B
(VA5 3I2F—VPREKICHTZERZMHETZE27R9 N/
H274Y BEMZEED) Z2HEELAEZYIZAETINICBWT, NO
FHEN NRFIIZ, FEEFAOTAMNTAILAS
iz A EEEMIE T I8 D, ZORIT, FAEHEEZ M
LERTARABMAS D INVI I ) AEHEELEZET
W EI, B TIII TV AR (N1, HING) 2%
FLAESIZETI BIZBWTHRO SN,
Fh, ABIRKUBEIA D IINVI T IAINARPES > 7T
YAV AR BN, HING) 2L /2 I AT FIICH
WT, NOFHE)N IIERFIINE, BFREHELREZ D,
ZOEENREIZ, ABA S TINI OO INAKEZER-EL -
TAEFIICBNT, HAERBZESE TS (U1 AHRER
24~96 RFFIC I 5B B onz W,
ABIA TNV N AR EEELZ7 2Ly M ETIVIC
BWT, NOFHEI <IRFIINE, HEE RO EPEEE
WAV ANtz T S8, (REEFEZIHEILZ D,
ERER
NOFHEI) IIVRFIIVEEERT, ABRKOBRA > 7))
IHIAINADF vy MMERE®RLZ S RX T L7 —BiEtk a3
FICHEFET 5. Fvv TREEZ RV L7 —EE, BE
MU R S mRNA BiERIR 2 5 RAVICYIMT S 2 BERTH D, TR
MRNA B RRIC LB T 54 < — &7 % RNA Wi & s %, Na
FHEI IR FIIVERERR, Frvv TEREELZS KXY
L7 —VYiEHEHEL, Y1)V A mRNA OEREHET D Z &I
KO, AL A BEEIIHIER 2T 5 12,
it i
12 BARBO/NEZT R E UZENETHERRBRICBNT, &

@

B 53 NBFET, BRGHEICHEEE BT A TRETd >
TR 18 Bl (Wb ABIA 2 7))V T > HF oA )L ZREPYE
BE) CNOFHEN  ILRFIVEEE O A ERERAL T
HBRY AT —VBEEHEHEKD 138 D7 2 ) BAERNED
5Nz BRAKO 12 LA EO/NE &R E U = ERR LR 56 WA
BRABICBWT, REIDEGINZEBET, Gk
Bl FUARHT DS ATRE T do > 7= 370 Bl 36 il (A BlA > T )L T Yy
AIVARGHERE) 1T 18 DY I JBERNBO BN, FDD
51N A KB A > TIVT o HF T A1) ADEEREGEH
T, MBEIZBWTIBOY IV BEERNRDON. £z,
THNOBEKHABRICBWTS, AFEGHIC B80T I JBER
ERHUBHEMTIE, ARG5S 3 HEUBRIC @D
TAIWAHMD LERANED SNz, 128, RAKRT 12 ED
ANVt G & U 7= [ B A R 58 TAR B PR Ak B 0 AR K 23 4% 5. S v /=
BETEDONLZ 138 DT 2 VBEROEREHN DT A IV Z Il
DOHERBIIK S DEBD THo 7219,
(Log.o [TQCID,»,.,/mL] )

—a— AHIEE 138 7 2 BARA

8
4 1] —m— ARHEE 138 7 MRS LA
‘; 6 -o- 7R
V54
s
7]
S
1 24
Lo
A
70
il

_1<

-2

1 2 3 1 5 6 7 8 9 (H)
MR f

M5 [EREE S AR BRIC BT 2R A S —VBERY
D 138 7 X ) BBAROEHEND 1)L A Sli OHER
CEHfE + EER)

ABIBROBAEIA > T T I A ) A ERENBEERZE AWz in

vitro THEPBERRBRICBWT, AR A L AKKTIZ, NOFHE
o RIVRFIIVIEMARICHN T 2 BZ S EIbk & i U TR K
TR0 EETF LAY I ARMBESN, 50T,
38T DY I ) BERNBO NI, BB, TIJBERYAI
ZIIEEEMIC B W THHEEO K TR0 sz, —7F, BAl
TAINAKTIE, 7 BAERI BN 17,

Fiz, UN—RIP 2 RT 47 AEICKOMAMATZARIL 2T
WL T IA ) ARRE W in vitro iBRICBWT, 138D 7 3
SR, NOFHFEI IVRFIIVIEEEITET B EZ
T2 R TH 50 fHE R S 872 19,

(B3R5 ICBE Y B FEHIR]
— RS o NOFTEIL TILRFIIL (JAN)
Baloxavir Marboxil
k=4 - ({(12aR)-12-[(118) -7, 8-Difluoro-6, 11-dihydrodibenzo
[b,e] thiepin-11-y1]-6, 8-dioxo-3, 4, 6, 8, 12, 12a-
hexahydro-14-[1, 4]oxazino [3, 4-c]pyrido[2, 1-A [1, 2, 4]
triazin-7-yl}oxy)methyl methyl carbonate
53 T3 CorllagFaN3078
srF& 571,55
(= S

PR HE~BEAROHREKRTH 5.
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PAFIVZINEF T RIETRTL, 7R MU IVIZRR
BT <, AY =)L X3Ty /=)L (99.5) IZEiFic<
<, KITIFEEAEBE TN,

Al K 228°C (53R

SECEREL - log P=2.26 [1-F 2%/ —)L//K]

(&R
EEL) A7 EHGEZRED L, @MUICERT S &,
[B&]
V7))L —H%¢ 10mg : PTP10 &2 (10 & X 1)
V7))V —H% 20mg : PTP10 &2 (10 2 X 1)

(EE ]
itk & 5)
D AEREE ONOFFE)L VILRF DL O AT TS

(201800035)
2) tENER (T MERBE T R ORI (201800028)
3) thNER (PT KT APTT DL E O IR K25 (201800037)
4) fRER ONOFHEIL  <IVRF I OEYHEE)
[201800012)
5 #HWNER ONOFH IV IVRFIVEHEIED in vitro 111
EEREE R OMERZATE) (201800027
6) tENERL Gn vitro RE#HERER) (201800029)
7 thNER (& MREBEREZ L in vitro SEYIFHEAER)
[201800025)
8) thNEER (& b T RAR—F =% U7z in vitro M EAE
F) (201800026
9) FANER ONOFHEIN IVARF IO AIER)
[201800013)
10) #ENER (BRA K OEHEEREFREEMAN T Z & R K OV FE St
MEaELBR) (201800011)
11) #tNER CNEEFMRENE LS — T > T X)LilsR)
(201800010)
12) #ENER ONOFHE) IR F 2 IVEEROR & BT
ik (in vitro)) [(201800018)
13) fhNERE ONOFH eI IVRF IO > T oA
IV ZNTHE S B BRI RIVE F R OB R (v X))
[201800019)
14) fNER ONOFHE IRFIINOZDOMDIEBEREEN R
(%)) (201800021)
15) fbNERE QB >INV T IV REG T = Ly MBI
HNOFHEIN <IVRFILOEFEFE) (201800020)
16) fNER ONOFHE I ARFIINOTA ) ZEAKZ
) (201800023)
17) fENER GEBRE BRI in vitro TS Bl B
[201800022)

S TR
EELRICRBOANEEHNTOE XL To PRI Tak< £,

B aEk A g ERERE S5 —
T541-0045 KExiFRIXEEIT 3 TH 1 &8 &
a5 0120-956-734

FAX 06-6202-1541

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

XFL 3

®)

V7 =Y (5)

——— oG eo——

SHERTTTT

RFRAUERASTH

T 541-0045

AR HRXEEE 3 TE 1 &8 5
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