6613269-5

A/ FT77—< NA

5
202583 H

TS Sy 7 027693457

MR BmRSRE

n\¥ 1*;& Rk iE20E %
XOFLUZA Tablets 20 mg

Q e R

Baloxavir marboxil
RS S i 15

(455K EERE
REATE R R AL A LB, - G52% "2\ BREMRREZ
EREEEE,)

1. AR

11 BERES REE

PR ORISR0 va g —4E &4 Baloxavir marboxil 20 mg -
1.2 B A

Lactose monohydrate ~ Croscarmellose sodium ~ Povidone k25 ~

Microcrystalline cellulose ~ Sodium stearyl fumarate ~ Hypromellose ~

Titanium oxide ~ Talc
1.3 EIRY
WA E
1.4 BEmHMNER
[Eilsga FFIRA® PBfcsE205 7
AR B 7Y H i~ 5 L2 MR I EE
i
418 i
i —
FJE#) 8.5 mm
KN B K] 4.4 mm
JEEERT 3.40 mm
HiE #1127 mg
S ® 772:20
2. ERENE
HFATERS B LL_E BREEE208 T DL s A Z AR R BRI T B
R -
TSR LA BREEE20 T DL B GLEE ~ A R AR BT

IR NRFEVITRAT IR -

2.1 EREEEZEREEER

2.1 BR bR — A ATY R BEDF R A 7
PREIXOFLUZ AR R R FAGHGSER A2 -

2.1.2 XOFLUZA AT LR B r i SRS A A A AT -

2.1.3 SRR AR R R M EGE > DAt S Bl XOF LUZ ARYSE &
1

2.1.4 XOFLUZA S5 &

RN TR > (Kt

LS - G52% T512BEBERNTE

=1H,)

3SHENMAE

3.1 FRiERE

/;JE//ILW

TR MR B A 1248/ NRF P B (E A

BERYV 7= N -V (24/12/11)

Q)

REREFAR ik

TR Y R RS A 1248/ NRE A BE X fE AT -

BE:

HEE200T LA BRSO T ISR L - 5d s ~ FHAME A > BT
BB R AR EL20 mghE24E (Baloxavir marboxil 40 mg) °
HEESONTLA L3 A fy K IR FE BiL20 mefiE4$E(Baloxavir
marboxil 80 mg) °

R BENs > RIEIENEL R Y)OR - (e AL IS, ~ SERE - 2%
BT #R A ~ PIeR s R AR (a0 - 85 ~ 8% - 8% ~ FlEiED)
Hk -

3.1.1 FiEREMRZERITESEE
EUPEAR B A 1248/ NRF I FIXOFLUZA - H il EZDRE ]R8 B
AR 248/ NRFR S FIXOFLUZA Z 51 -

4. %=

SARGE T o3 B A S RIOE 8 A G ) 1B

5 BRENIESE

51 EBFREE

5.1.1 THlIRABEERE

BENUREARIPRA - MEEEFREA 2

2% T11. BB B )]

512 BEBERTREIE

(1) e EEAURY > e BT R 2 Bl e - (AELE TSR BT
T 2R IR ) 2 RS G 25 T 8RR E ERIE A/
TRIRME ;) - ks TBiIETRERI S HE 1T R s [ BB S 2N R
e FEEHR A R R AGRBHTEBGE R © O WA TRES B REIT
By o Q EREER > BEOHBEEI2KA - B A S RERREE i
DIFEBG RS - 940 - HRTEAVE RSB R SR g E
HEITR BRI RN R R - REES M AR 3R
BRI -

(2) e EE AT RN T e DU DRI 2R > s TS e
Tﬁaamﬁﬁﬁﬂﬁ%ﬁil@% A L R T TR T S s B TR
i - R BT SRR - EauXOFLUZAﬁiEﬁE;ﬁEi:EﬁE
WW“*T‘M%%IU%JN}W GEZ% "2\ EEEMEEZEREE
=H,)

T AR A - (i

6. xR ER SR

6.11EZ2
S ZAlRE rTREIE A IR 2 TEHIBN A IEE B s A ke i
FEA T4 EL o ( ZRsE 2 AR 22 2 M M AR AT - BB CREL -

R HEFR MR AT o ELIERI R R TR BT K
S LE B (extra cervical rib)YERTS ~ RO BRI R ANSE S il
ﬁb, 3, )

6.2 HZL

LR PR SE A TP e R LA o ( NMRHE AR S E W E
NHEA - (ERBERISE A ARSI E LAY - )




A/ FXT77—< NBBEmMY 77—V

6.4 INE2

(1) RS ER AR B ~ 2R St B R 13 8 5l o P BB 22 2 P W R AE N
(G PR (o FH A8 )

(2) 5EELA 125 D0 N HASEE200 7 LA L2 Se st s s e 2 ik 2 2
KEBEANC - CENRKGARE - Gi2% TM2.BRAERER )

(3) 1255 I > EE R AA0N T2 S R i A AR s s 2 2k
FBRE —HEERA - Y - PTG - GE2F
M2 ERRAEEER )

6.5 EFEA

R —f A N A BEDTRE % - e R SEIRF HERIIRF Fe o3 B EEm AR -

6.6 FFIIEER R

G L (Child-Pugh/3#HA) 2 H1EE (Child-Pugh /3 3BT DIREAR 29 A

e R = o NI EE B DIRE N R A B AR SE % 2 2R ) ) ) 22

EEL - GE2E T11.EYE B )

6.7 BITEEL R

TR B BRI AE A 42 (CrCl >30 mL/min) {5 A > AN as SRS R & o

T 7 v A 2 DITRE AN 2095 AL (CrC1<30 mL/min) #5¢ BEURZE L2 [ S )

JIEER - GEZE T 1M.EYE NS, )

7. REEA

7.1 BB R

ISR ERAE S - baloxavir marboxil f5CYP2B6 ~ CYP2CS8 ~ CYP3A
P P AR 1 B NI - baloxavir marboxiliE YR CYP2B6

CYP3 A EEARAGE I FHIEIF Y - BE4) > baloxavir marboxil &I
P-glycoprotein ~ baloxavir marboxily %4 Il & 4l P-glycoprotein jz
BCRP - Baloxavir marboxil 5 E 35 44 by P-glycoproteinffy 328> -

7.2 ERPRAEER

Baloxavir marboxil 5z H 5 4P baloxavir » ¥fcytochrome P450 (CYP
enzymes)32'E ~ HIFHIHIEEES]  UDP-glucuronosyltransferase (UGT)
=% - Breast Cancer Resistance Protein (BCRP) ~ B/ M5 ~ B EiT ik
A 5 (transporters) S2E BRI & R4 GG R BEE 28 AC HAER®

DGR A R B SRR SEY)ZZ AR » F FHZEE baloxavir marboxili
TEVIHIEEYIE) 5L 5 BANFT-1 > baloxavir marboxil$f B [T SEIZEY)
BB SR T- 25RO

3R7-1 i FAZE#Ebaloxavir marboxiliE R ENEN B2 EE

Baloxavir marboxil{& 4%
. - X | WEEYE IR 2 T
X Rk - & .
P il [90%{EFE ]
Bl (DR B B Bl
BigiiE3 N Crnax AUC0-inf
firaconazole | 5 g1l 20 mg*! 133 1.23
;;;}%E;’p otein | ce | omae | 12 114, 1557|1109, 138]
Probenecid 500 mg*2| 80 mg*? . 0.79 0.75
(UGTHIHIE) | 1H2%& | BEX [0.65,0.96] | [0.66, 0.86]

1 : DL H 12Kitraconazole 200 mg (551 H $¢Eil22%):H4# 19 H B #2 B »
AT EEEE S HIRE LB X 225 #5¢ Bilbaloxavir marboxil 20 mgiZ J7=0ff
Mz -

3#2 1 LA H2ZK probenecid 500 mgiHifi 18 H B E » [ATEEEER4 HIREL
B R Z2 51 Hilbaloxavir marboxil 80 mg” R Z °

3k 7-2 Baloxavir marboxil¥3fif FIZERIEE 4B HEB 2 2 &

% P Ry Y8 ) 182 8
fo— Rl - R i Z LL[90%fEHE ]
- gy | (DPREE R
CEE S Cmax AUC.int
Midazolam Smg 40 mg 1 1.00 0.99
(CYP3ASZ'E) R R [0.92, 1.09] | [0.94, 1.04]
Digoxin 025mg | 80mg 1.00 0.86
(P-glycoprotein | g | guye | 12| [0.81,1.23]| [0.73, 1.01]
%)
Rosuvastatin 10 mg 80 mg 12 0.82 0.83
(BCRPZH) xR B [0.69, 0.98] | [0.72, 0.96]

2N =Y (24/12/11)

2

7.3 EIZ (B[S 8 F (Polyvalent Cations) B 7ER B 1EFA

Baloxavir marboxilii {447y T HE€r B S s gEyy -h it 2 (el (filan -
§5 - SHEEH R ESY) - BB S ARGERS - 51 - SRt
%% - baloxavir marboxilifi E¥) i i B EEE R - HETMARR AR
SEA TR -

8. BfER/FARFE

8.1 lRREERIER/ARRIE

(1) SRR S EGRRA) L ERTRER L - IR REBID
IR > JEMGH B -

(2) BEHEAT R (EERAN) « BEARIAIRBIFRARA  (E BRI aiha T Hiith
PURBEEY® - FRGRRHE B REI TR - DEEmRRERZ
JRA BN 2B% L ST T < AR AES (I XOFLUZARARIIER
E LA RF - G2 TA2EBERARNIREE )

8.2 FRPREA AR AR AR

(1) IR A B 1255 0L b S Rl ARt s 2o VR B 5 L0 1061 > &
8GR N S TOPIE D - ZEYIA RIKIEILA9H1(5.4%) - i E2E
Rl 12001(1.3%) - ERRMRA(E S H A RIE T 2R ALT (GPT)
BTt - HEAE81(0.9%) -

DAVBRLL b A1 2% Sl B Ryl PR & 20 A PE Al T B3k 10741 -
BEYIARN RIKESLAB(3.8%) > EZIRE2H1(1.9%) - (IMRSERH
HEER/NPR2028 i S ol FI AR B 2 2 P I AR AREENT)

@B TEN UG < e MR B L3741 - ihatBe iy
NSHERATSEY)A R Ry XOFLUZAFHTB(1.9%) - ZER{FFH 6B

(1.6%) - BB = BB FUR FERIEEL,2051(0.5%) » HE

XOFLUZAJ&EHT -
Hith T R

B Lok 1% SR
fa ’ ’ o
SE e TS K
GEG - DR RERE

N égigﬁgﬁ%
WL M [ - EE
HAth ALT |5} ~ AST |5}

ALT : Alanine aminotransferase, AST : Aspartate aminotransferase

PR 5 B R T R R i R BB BRI B A B 1 251 |

SLHE - 1ERBRR B 2 2 MEAPAS B RIETI0BICE) - SEpT R e

A11(5.6%) » T IR 681(2.2%) R IEEOBI(1.2%) °

o AR ASBR(ENELE - SREVH A BRECRI - 18R -
DB AL EESR) ~ ST A ~ PISTUBBRN CARRPRR) ~ At
P ~ NEREBMI >40 kg/m?):ZJk A 2D o

(2) —HEETEEIE - EEEAERIRGEE(CP40563)H » A 79445 <125,
G RBE TR A T AR XOFLUZAY » i gl i A B
HF(25%) B (5%) KT (5%) o 1558 M8 3R i 52 s 1k 3 i
gEWoseltamivirf 5L - A R F—EH-0I BT R 18% -

9.188

TERRPREA BRI b i s i I AT - fEIRSERE B
Bl AR EIN R - @E G EREHE R RSP EA
R AR RIS R fr HELEAER - XOFLUZAH i
IR ERRSR - QRS ERE - FERIGA A B BYEIRME TARHE SRy
PR o FRNAZERSINE EORS AT - A LGENT iUk -

10. ZEIEfFI4E

ATC Code : JOSAX25

10.1 fEFAt&EE

Baloxavir marboxili P47 M I AZY 2 BRY R R CAPIRTENE
AJYJEE(Cap-Dependent Endonuclease) » CAPHRTEE: AU B By —FRAES)
SN S EHEIEmRNARTEEY) - (€T 2 AR EmRNAG AR Z
| F(primer)#JRNA ;B2 [#5% - Baloxavir marboxilif {44 » HlIfHICAP




WAL RS - SEMTRHETR SEmRNA S, - DUEBIHH]7 5E N 5E 1
EERE
(1) #&5hin vitro)HIH s EEHGTE R
S 1 A Y B BIU I R B B = Rk sl PR o3 ok (B 2 iR
¥ BRI PSR FEE AR N A VH2 7 4Y 48 Bk ) IR 4 MD CKH (Y5
B REEE o2 fHIIAR) - baloxavir marboxil i W EI/R H A HIH]
SN RER o (BRI &I {EY9/10:2 H AR (EC90) »
AT E0.46~0.98 nmol/L » BXYE2.21~6.48 nmol/L )
DEAN - FREFAHEHSN T RZH TN G AU 147 i k(B 1 S e e e )
IV EARAINAIH274Y ~ NA/R292K 8 FLAR) ALY MD CKAHfIE
H o (EC90%50.80~3.16 nmol/L)
(2) #2MA(in vivo)JURREEEH
SRR A T B BT i 75 i 2 R e AR 4 B AR (0 2 S
[ B AL A RBURR B AU N A TH2 74 Y 83 Bk ) 2 /N AR b > 2B
baloxavir marboxil:z % H #58/N BT P95 5 S (R - 10 EL B &=
HRAFE'D o SR IR R A B S s B SR I N Bt D
BB TURRRER(HSNT ~ HTNO)Z /N e ')
SAh > REFATY 2 BRUGH IS R BB TR SR (HSNT ~ HTNO)
B/ NEBEFER K PyEilbaloxavir marboxilfR BT SRIEIG U350 -
MHIERBER - TR AT R /N R+ B AEE G %
(EYLR T 24~96/ NEF R PHAG T BE) IR TR D -
F G ATIRIBIR BRI B 5ER A FeBidbaloxavir marboxiliz
R H BT H AR T S YRR RS R JJ(E - sl T 8 Bt
R
10.2 BEREEIR R
10.2.1 RE534
DARR 1 235 1 St B A Ry 1 522 H AR S — SRR R - Bl gE s
SHATEA - AT SRR i B P 9 2 7T B R S B 1 1] (B oy SR g
ARG R &) baloxavir marboxilfE & E < BA MM IEENE
(polymerase acidic protein)Z JZ FLE1387€4 o
DGR BB A R St 52 218 26 ho L8 = SRR RGBS 28 B
290614 1 SHEHE 2 B (treatment-emergent) 1 FLRR13 8283 (H
1ABT R AT - 105 BRI BN =) -
DA B 12585 0 F 5e B A Ry 52 8 % 088 = R
TRELARZE 795 ATEN - O3B SERTER iR 3112 3700 Fh g B E 3 641
(B Ry B AH3 TR B8 )TE R £ SR B (treatment-emergent I L1
138248 » 15 Ry B AR TR G AT R BRI 7 - W U B S Bl F i
13872 -
TESE B AR —HE AR (CP40563) 1 » XOFLUZAJGHERHS 7443
TG A H 11 44(19.3%)RGHAIRIPA/I3BT/M/S!) o S34h o {T—EpRER
ek o Al E R BRERT3 82848 2 g A TGN » B ZEZE3 H RS
B MRS IE BT o BRELZSN - DURA R 1255 L B A Ry
Bz 22 R0 =R R $R B EE AG MEE EL R 138
S R R A8 10- LR
AR THTURGAER T - SR EEZ 374BI A S BB 106 HER
[PA/I38T/MZEHE o

(L0g:0 [TCIDs0/mL])

9
X —— Baloxavir marboxilffl : flEHLER138Ze 4
7 —m— Baloxavir marboxilffl : el KL FE1382e4#
e 6 - - LR
it
B 5
oy
=
J1 3
o
1
0
o1
-2
1 2 3 A 5 6 7 8 9 (H)
S

E10-1 2ESHOEZMPEASET - BEHBBREEAEZRER
I38HERBZHE HESE(FIHEFREE)

SH/FT7F—] NABERYVIZIL—YEE 3N -V (24/12/11)

(©)

JERRFREES

DAASY e B G  75 B o SR e TR O NS Mo e BRLRERR
THEE » A AR R AT 2 B Ebaloxavir marboxiiE PRI RUR MK
BRI 10065 - ML RElk - SIS EI ARG R RRI38TZe4 - fhoh > H
38T FE M8 58 2 SR S MR AT RS B M P B R EL AT RE T I - 53—
Jiif > BESRTERT o RO R RS -

LA4h DU [A]E 2 i (reverse genetics) T 15 2 i HH A T3 R Bk
AT - AN AIRI1382¢8 3 » ¥ffdbaloxavir marboxil
TEEPII R e AR RIS 0R5 1Y)

10.3 ERARRIR E M EN

10.3.1 BUEME
RAETTAZE B 5 -
10.3.2 SR

e (2118 248 3 B (bacterial reverse mutation test) 2% » baloxavir
marboxil it i P ¥baloxavire BBk R B Fef i DIRE AV ZLEIY)
AR R TRz AU (Micronucleus test)iRf - R EEHEIYIOIREZ S3A
SRS  baloxavir marboxilgR e -

10.3.3 £EAFE

FREARZE LR 221000 mg/kg/daylhy » FHE R A BEIREE E AUCo-24ne
HY56% - WARBEBLE N R REAE )2 -

10.3.4 £EREEMY

AREER AR B 2 BRE T - e A EUR - A2
BEOE TR LIIRFELK B g HAI S - HikE B & R 1000 mg/kg/daylkf
(EEEAAUC 2an L > BEFH AN ABSIRZERIISRY) - IAKERHE
HillE e AR - e TREE R > IR Ry 1000 mg/kg/dayRF (IR
RS I K #(MRHD) 40 mg:Z AUCo24n 455 - IEBIEAHE A RS
MR G2 T 1265%) - 19 R &G 22RUE - 6HYIIT A 55 s 5 (S
e BESRAB RIS I « SEREDS |V i S e {EAEARSEHEN A R iR
PRI © 7100 mg/kg/day N (CEEEFRAUC2an B - LEAIEAHE L
N HENREE R TH5) - R EZEYIAR R - (R BRI ERTAIZERAYE
Bah > FEiR B R 1000 me/kg/day N CEREFRAUC-24ndH - LLHIEAH
BN ARREEERYSRY) - RE RS EARE A SV R -
10.3.5 Hfih

TER A HUARBERR RSB » M BRI BB IRF [ (prothrombin time 5 PT)F]
TEALER 53R 1L T5 B RF [] (activated partial thromboplastin time ; APTT)
JER - {HBEA AT K O IR HIR B BIPT R APT TR 2 Bi 5 '

BRI 2 2 Ve SE RS ~ BN E R S el - BT

1. B E DB

1.1 MARE

Baloxavir marboxil&#/\ig ~ IMIAE ~ AT EEEE (esterase) i 7K fiF
JFsbaloxavir marboxil{E MY » #I 4 o £ Pk Ag H B baloxavir
marboxil'?)

11.1.1 BEREA

TR B - 22 IR IR (140 BIE H BRE R (1481) » B TR & B
40 mg baloxavir marboxilf% » baloxavir marboxil{ 4 gLy )7 &
SYANER-1 - SPEII R R ARSI LA 1 1-1 7R - BRZ2 R g
FHEL » BRILEEL CrraxFiE1K48% ~ AUCKEIE36% - MRIERY T iax HHAL
B Fod/ D)

£11-1 B X O ARIZERRE » baloxavir marboxil;F 4 4RYZE ) HER L B

Cmax ™! |Tmax *?| AUCo-int 1| Tip, /%!
JUE] B Sy i max max ,
IR IR | S=HIR (ng/mL) | (hr) |(ngehvmL)| (hn)
40mg | 228 14 |133+26.3| 4 (3-5) | 7206+1325 | 95.8+18.2
40mg | EHk 14 [72.5+28.3|4 (0.5-5)| 48461814 | 99.6+19.6

K1 P EAEE S
X2 o (e ME- IR ED



160
—e— ZEJfisE
1o —o— ERIHE
120 SEEME - ATHE S
1M
s
th
i
i3
0% : : : : :
0 24 48 72 96 120 (hr)
FF [
B111-1 B O BRIZELRF » baloxavir marboxiliE MR M Hh iR
TrFE{tE

11.1.2 Kiw655 Z A K 1255 LA E5RE A

B 12555 DL oR6 5 599 A B R A 110941 H TS .2 baloxavir
marboxil{iE P I 2 (L83 1 OfEER MG HEA TR R ZEY Bl J 122 55
BT o DALCTERESEE) J 22 AT S R g - S 2B ol 88 = HARR IR
GBS (R B ARESON T H L HL40 mg ~ 808 T DAL #2180 mg) 3434
FAS A A SEY)B) ) E2 S BEET AL HARFHEAIER11-2FRD -
F11-2 KiM655% Z B AR A B 12550 L 5 E % A Rbaloxavir marboxil

JEMEMREYE N2 S BEEEE

ﬁ%$¥1 Cmax>:<2 AUCo-inf %2
JU ] i
RELE(RE) | ZOI ke) amL) | (g~ hmL)
i 102 6598
40 mg (A3ES0kg) | 309 | 59.1+9.62
(23.9-244) | (2186-14690)
126 9949
80 mg (80 kgl ) | 34 | 88.8+7.64
(33.3-243) | (4122-18330)

M1 SPEYEEAREE
#2 : H K (Bayesian)filia [ P {E (B ME-5K{H)

11.1.3 5 ERFm 12 RERA

F11-38ER5pE A1 2555 HAEEE 20287 DL AR #4028 T Er 5l 5
TREFEHERL BL40 mg baloxavir, SEY8) J B2 2 THNE -

#+11-3 5Ll LR 1255 HBEE 202 T LA ERHB40A FFRIEE 52 ZE L

11.2 FIIEERERA

IS HHEEIF DHREARN 229 A (Child-Pughs33EB) K SHRFDHREIE R & » 22

[ R 15 240 mg baloxavir marboxilfg » HEERFTHREA 29 A MY

Cmax B AUCo-int 2 FFTIREIF 3 FHY0.8F% K2 1.1£5'D - & (Child-Pugh

M A) % T (Child-Pugh 43 SEB) Y FF S RE AN 2o A SRS 5L = -

IR M B B T DIREA 2 A $ B SELR R SEYH) ) B2 k) -

11.3. BIIRERERA

AL T ELSER RAES LA EEfd baloxavir marboxil K H G MEYIAE B DA

ANRIRN LEYIE 52 - ARBRIREFEEYIB) 12253 H - REIEEE B Tn

4= $fbaloxavir marboxili YR LEY B )22 A ER IR I 2 -

T B EE B DIREA 42(CrCl 230 mL/min)f9i A » NFFEEFEA & -

I i e L EE RO AE AN 298 AL (CrC1<30 mL/miin) s B SE #5424 B

JIERHER) -

1.4 B

Baloxavir marboxil {409 A ZEIMNTE & H 555 592.9~93.9% » A%H

MERFS T3 5548.5~54.4%®) -

11.5 (X3

(1) Ofi e RE R B3 V42 B 2K I IR EL40 mg ['*C]-baloxavir marboxil »
A P 3 A ] H baloxavir marboxiliE LYy » HAth Eybaloxavir
marboxilJE 4.2 glucuronidefE & B At -

(2) pasMR AR RS SRHESG - baloxavir marboxiliGHEYJFEUGT1 A3
“Byglucuronide conjugates » F&CYP3AFH FysulfoxidefL3Hy'® -

11.6 HEitt

O il FE i AF B 1 22 [ B 2R 1 R4S Bl 40 mg ['4C]-baloxavir marboxil

80% 2 14. 7% iR 1143 RIS FH2E 58 S PRUGHEMHE <

Baloxavir marboxil i 1 ¥E BRI PRI 5 By B8] B 3.28%!7) o

12. BRAREL B

<SEERR>

12.1 FRim655% Z A A 1253 A L RE R R ZEIZ 0 = HAfE R

Bk

LIS Sra 8 e MR H Y - BRI R 12550 |~ A

657552395 A 68T Ry ¥ 52 ~ HEFT BLZR 1 fie 13 B A 4 (baloxavir marboxil

40 mg80 mg)s 2 i (placebo) Bt/ - B ~ SHATERETZIRIK

A - HASIRANER12-1 R [E12- 1717 o E ARG SN2 BH A

R0 -

£12-1 ZES b0 EZHIFER RS R BE R SRR

=1
=1
=3
=1

40 mgBISREREYE HEB2E o S H 7 B (hr) ol
EYE) IR SEIME | SD | EESE B T ATk | EEO5 T 3 ' - [95% {5 HEllE: ]
C L 152 | 78.1 63.0 136 300 53.
max (ng/mL) Baloxavir marboxil{fH 455 /
AUCq.inf [49.5, 58.5]
(ngehr/mL) 10570 {5312 4367 9453 20440 202 P<0.0001
LRI 230 ’
Cas (ng/mL) 109 | 549] 461 96.6 212 ZIHI [72.6,87.1]
C72 (ng/mL) 44.8 1220 19.3 40.3 85.6 X1 PRIBSTEREAR (I ~ VRS ~ BEO ~ 5928 ~ EiiRse - LN

SD : fHezE

MAABEANRA

DAGREZEEN ) )BTRS R icdg - ZEIZ L8 = RRA (e
ARFESOLN T HHHL40 mg ~ 8047 DL E180 mg)Z 6555 EHARN
RASSH » B TRIEDF R = BB R - HEEYE) ) B2 MG E AR
1-4Ff7R o

+11-4 % AfB ARbaloxavir marboxil;EFIEYIRIZEYE) HE B E

fEEHE
BEEX | Cmad™® | AUCo-int %2
RRERE) | SO (kg) (ng/mL) (ng * hr/mL)
\ 110 6852
40 mg (K80 k) | 52 | 60.3£10.7
(24.8-355) | (2379-15340)
SomgS0kell )| 6 |ss3ear7| 1° 10420
m, . .
elevke (40.5-204) | (4804-15610)

M1 SPEYEEAREE
#2 : H K (Bayesian) filia [P {E (B ME-SK{H)

CH/FTF -] NBERYVIZIL—YiE 4N =¥ (24/12/11)

Q)

\0

BRI - SR FTETEIRERIE R T B TR 1Y
FrRiReiE] » (H IS R TSRS R D Rrg2 1.5/ NRR DL

: SEIRAIHERR (Baloxavir marboxilfH 141 ~ PlacebofH 141

: generalized Wilcoxon test » DA 7TRRGEIR & EH#443 (1143 DLF -
1253 DA b)) B (H A/ BRI - FLARE S i) 73 fg et -

1.0 4
E 0.8 ‘*; Baloxavir marboxilfH
L . - - - P
5E 0.6
LN
U] J
H 0.4
Z
I 0-24
1
"
0.0+
T T T T T T T T T T T T
0 30 60 90 120 150 180 210 240 270 300 330 (hr)

FRR PR RSN

B12-1 2B 2 &0 5 = HiER RS EE 2 Kaplan-Meier i f3



12.2 55 LA LR 1255 SR E R A RZ BR RE B
FABECPA0S63 DIGHAL SN Z 21t ~ ARUERIEEY B 12 R E Y
DI RGBSR S B R A R B R (G S A AR 1 2% Sl &) »
EL TR AR B AN EE (baloxavir marboxil)Boseltamivirfl)—IEfEE
5 - ZULINETEEIRTSE -
FLTI8BUSFHLL ARG 1 2597 A S A 3 B AR B A E B2 B K
LR A5 BEAREE(N=79) (2 EE <20 kgfig A HA% B & Fy2 mg/ke - f9EE
220 kg A HAZ B Ry 40 me) o 5Z oseltamivir (N=39)#2 B15 K
SRS EE) o AR 2 H AR TR B R TR B AR gE - R
H R 5 Bl R oseltamivirfZ2 421 « R ELFSGE AR TR IR
KEARFTHRINE » R R DL FATE A2 1.5/ N TR RFH] -
SZRA T (MR S R A IR T A5 Rt 5 [P e e ~ 52
AE MR IR H G - HaA B R (HH<37.2°C) - 231l
F([Baloxavir marboxil{H155% DL b AR 1 25509975 AAETRIRE AR AR %
Fr e IR R oh 2 3Ok 138/ NRF (95 % B Rl © 117, 163) » 3 FCE]
oseltamivirfH)55E LA b A1 25509 AR Ey 126/ NKF(95 %0 fE FElEk R
96, 166)!3) -
12.3 DU S B EHE A S¥ R SEZ 0 55 = HRER ARG ER
DTS AR B R EY TR 128ED L ~ B TURDFEE
e BB A TE TTABI R 5 o AT LR IR % B AN BE (baloxavir
marboxil 40 mgB80 mg)s 2 Fil(placebo) LB ~ B ~ ST
BT MR - AR IRANER 12-2 e [ 12- 2R - R EARER A
LR RS -
£12-2 ZEZ P OE=PHFAXBRHABERESARHBA )2
RBE KRR

U FR{7 8 (hr)
41 %3 - x4
o R osoutammmny | P

Baloxavir marboxilf 385 73.2

[67.2,85.1]

1023 P<0.0001

FERIY :

ZI 383 [92.7, 113.1]
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2 AEOSER(ELAE - BN ~ IS MEIGEEER ~ LR (A
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%3 SEEIHER: (Baloxavir marboxilfH3 {1 ~ PlacebofH 1))
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12.4. URBEREBREE SR BARZLE=HAERRERR
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RERES o DB LR R RS A (influenza-infected index patients)
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AR o RIS A R A AR X R 48/ MR LA
P EER - 525 T BB FE AR A R4/ INEE:
HEBTA901 > AR LR EERS /3 BC Baloxavir marboxilfH ({8 5 5 -2
PSR o 128 DA R > IR RS E LB ANEEA0 meE 80 mg
(40T DA ARIEGBOA T ~ 8O T LA L) o ARG 12585% AR Hiie
HEAGEE o EAGES PRI ESR A - R ERBR SR
A/H3NX (48.4% ~ 48.8%) ~ A/HINI pdm (47.1% -~ 48.0%) » H
B (0.5% ~ 0.8%) - TFERERFEEL RSB UREZE 10K A ~ BRESRE AR
B TBIR R - WG BB e 28 > —FRIPGERE AR LA -
TR SR HEFRURT-PCRAE 5 35 BEE 28 R HE R (1RIR)37.5°CLL
b GBI E S A RS HEER T B TR
B T2 hEE B T3 EEE, DAL
AESREEIR > Baloxavir marboxil i ELAEE 72 26 sl # B i == Al
SELTURSZEAE LB - HZZ AL 13.6% k) Ebaloxaivr marboxilif
1.9% (H#212-3)7 -
R12ZAAFE—HEFRABZHRBERETL —BPREERZ
RS EEZHE LA

HER BB B ) — TR E IR DR E S T S LB (%)

Baloxavir marboxilf LERIPIH Elikdi ool pfE
(95%fF A ) (95%fEHRER) | (95% ()
N=374 N=375
1.9 13.6 0.14
<0.0001
(0.8,3.8) (10.3, 17.5) (0.06, 0.30)

1 - BRI EAHE e T R TR DR - AE28 LREIEE 10K

W > 5 DRBE AR B TR B 75 1 3 (RT-PCR G M) » 12355 2L |

TEREIRIR(1.3% vs. 13.2% » FHEEJEFELE @ 0.10 [95% (S HEER] © 0.04,
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108 A (15%) » FEAAE> 1255 <1855 2 [M133 A(5%) » FHRE18BEE
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REMLA - 80% 241 » 20% 2531 -
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FPRC® B £5E20 mg © PTP 105E(105Ex1)
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15.1 BN D HYBELEME

—%%4 * baloxavir marboxil

24 1 ({(12aR)-12-[(115)-7,8-Difluoro-6,11-dihydrodibenzo[b,e]
thiepin-11-yl]-6,8-diox0-3,4,6,8,12,12a-hexahydro-1H-[1,4]
oxazino[3,4-c]pyrido[2,1-f][1,2,4]triazin-7-yl} oxy)methyl
methyl carbonate
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AR - AR E A R -

SR AR (DMSO) - MR ZIE - HESHHEE - ZF5(95%) »
ST AUHA -

TEEBE © #9228°C (53#)

S3BECAREL ¢ log P=2.26 ( 1-octanol /7K )

15.2 EEH
([ XRKEE KRR )
1) PR HIEL TR HLL(CDC) © FRGFREIE B BB A
(http://www.cdc.gov/flu/about/disease/high risk.htmix % iEZEH
20205E11 H6H)
2) RESE R (Baloxavir marboxil,Z A JE 21 E0EE) (201800035 )
3) PSR CR BRI 5311 S i3 iiE) (201800028
4) WESERH BT AR Z H8 /N EY R A RT) (201800025 )
5) USRI A BEEGE 2 o #e 91 8212 AR ) (201800026 )
6) REE R (Baloxavir marboxil,Z #9122 HAEH]) (201800013 )
7) PIBR R G R4 T R A L) (2020/ 112 7/KGE ~ HHEHE
BHIESE2.7.6.1) (202000356 )

8) PIERSERH ARG 2R i BB A R 512 2182 Hhu L s = HAERIR
ZREE) (201800479 )

9) PIESE FH(Baloxavir marboxilyif 147 SR S i B2 41))
(201800018 )

10) PY¥ED R (Baloxavir marboxiliZ I RSP BRI FE 11 H Bt iR
(/INE2)) (201800019 )

11) & (Baloxavir marboxilZ HAIAERCER(/INE)) (201800021 )

12) &k (Baloxavir marboxil 32 AR RS A IH 6T
) (201800020 )

13) R &E A} CP40563; A Phase 3 randomized, double-blind, active-
controlled study to evaluate the safety, efficacy, and pharmacokinetics of
single oral dose of XOFLUZA compared with oseltamivir in otherwise
healthy pediatric patients with influenza-like symptoms.

14) REE R (Baloxavir marboxil,Z i 2 2EYFUREME) (201800023 )

15) PR ERH(BE A B = 43 iR e A MRS D) (201800022 )

16) ESERHPT fe APTTAE = 2 J5 KRR 3SR (201800037 )

17) REE £ Baloxavir marboxil 2 #4978 722 (201800012 )

18) &R (Baloxavir marboxilyiG M) e S MILE & HfG & R ERES
171) (201800027 )

19) ESERH RS M CEERER) (201800029 )

20) PESERH AR A BT DR ARy 3 5212 55 = S R B S i
X8 (201800011 )

S5 © Shionogi Pharma Co., Ltd. Settsu Plant
& &k @ 5-1, Mishima 2-chome, Settsu, Osaka 566-0022, Japan
3 pg - HEIRE R AR
M Hk SBAEHHLEATLEE 106574HB =
% 02-25516336
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