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ABR auditory brainstem response TP RO

ACT artemisinin-based combination therapy | artemisinin #2544 & FIlOGFFRES

ALP alkaline phosphatase TNH NIRRT 7 2 —F

ALT alanine aminotransferase TI3= T ) NTVAT 2T

AST aspartate aminotransferase TANRGEANET I ) NTV AT 2T —F

AUC area under the drug plasma (se- M (MIE/MR) SRR - IR AR T
rum/blood) concentration-time curve THIAE

AUCOt area under the drug plasma (se- | MAE (f{E/MiR) FPERA R - R HhfR
rum/blood) concentration-time curve | mEfE (Rl 0~t)
(time O to t)

AUCinf area under the drug plasma (se- | MAE (f{E/MiR) FHERAE R - IR HhfR
rum/blood) concentration-time curve | HifE (0~ERK)
(time 0 to infinity)
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CL/F apparent clearance WNTDI VT Z A

Cmax maximal drug plasma (serum/blood) | il (MIE/MIK) FHIMREE
concentration

(0% coefficient of variation ZEMRE (%)

CYP cytochrome P450 F k7 v— A P450

DHA dihydroartemisinin e Rar s Iv=r

FAS full analysis set R OTRISAEEH]

HIV human immunodeficiency virus bt MOERET LA

ITT intention-to-treat —

MedDRA/J Medical Dictionary for Regulatory Ac- | ICH [EBREZFAREE H ARER
tivities Terminology/Japanese edition

NA not applicable 7L

PCR polymerase chain reaction RY AT —PHEHNS

PK pharmacokinetics FERE (%)

PP, PPS Per protocol, Per protocol Set TRBR S HEEH S L7 R

QTcF QT interval corrected for heart rate ac- | —
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AQT change from mean baseline QT QT RO S—A T A b0 b

AQTcF change from mean baseline QTcF QTcF RO S—AT A L nn 0% b

T1/2 elimination half life HI

Tmax time to reach the maximum drug S it (ME/ i) R R ey

plasma (serum/blood) concentration fol- | [
lowing drug administration

WHO World Health Organization TSR
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DENITEAT D Z &I L o> TEET D RBEORERBETHY . 7700, TV
T, AT =7 ROV EDRSE By EVE U A OISR 100 00 [ ST M
TUAT L., M 2 EBANEGE L, 60 T ANIELE LTV D SRR R D EYE D —
SOTHDH, B, AARTIHEALRKE LTHO~F U 7/ <, 2000 LI A AT
WG SN BFIT TR ONETREET WA~V 7 ThdH, HATHE S
%~ 7V T RFIL 2000 0 154 £ % ©— 7 (WG R T, fll TIEER 50~
04 < HDNTHRELTWD, b MURET L~ 7Y 7 OJRIRIKIL 5 S D |
BB~ T VT o & TG~ T U 7R b (Plasmodium falciparum)
L IR T T ARG ERE TG~ T U TR 4  (ZABA~T Y
TIRHB P vivax, WHE~Z U T7JRHE P malariae. MK~ ZV 7JiH B
ovale, /v~ 7 V7M. P knowles:) 23T bivd, ~7 U 7 JRHICEGR L
TeHOBRIBITEE A~ T V7 IR~ T U T TR | B~ T U T
X IR IR B A T 80 L FETICED Z LT E IRV, —F., BuiE~
Z U TN Y A AL A i S Ap vy &R 00 5 Bz o oo JR BB S
WZHIIN L ESEL LT W2 &b BRI M M ONE B i s ko bihvd, v 7
V7 nEIE L, B A REORIRIEBOUIMAEFT AN A b HEaI1cld TE
JE~Z U7 LRI, BEIEL L T RWEEN~ T U Tk TEIHED 2
WEEE~Z U T | LIRS, T U T OREIL, A OHED 72 S B 2L
<707, FRAEEA~T YT, BHE~T7 VT TREIEND, BHEDRWEM
B~ T U TR HIREIE. AR O HBLZ LS 5 WVITE S, 16
WRRZM LS L7202, BRARLEMABFOi~Z ) 7 E2 kG T 5 2
ENEEOEARTH Y. [TWorld Health Organization Guidelines for the
treatment of malaria. 3rd edition 2015] (UL N, WHO A KZ A ) TiE*%
NWHMNFAIEE L 72 % artemisinin BB E | TERBERF O R D ithF 2 A6 b8
72OFRE (LLUF,. ACT : artemisinin-based combination therapy) 735 —i%
RE L LTALE ST (Strong recommendation, high-quality evidence) 51
Do

U7 Ay FOREAEEIL, TAT ATV 20mg £V AT 7 UV 120mg & H
THREAITHY . ACT ORENRIERTHD, TAT AT NI, H< b~
FUTOEBIZHWWON TWEEFEO—fETH D IEXEMEY (Artemisia
annua) 5 1972 FIE A SNIIEER S T AT 2 V=0 OFEKR T, 1987
BIZAR SNz, VAT 7 R A, 1976 FFIChi~ 7 U 73 E L TR
72. HE® The Academy of Military Medical Sciences (AMMS) (ZHWTT
WTATNNENAT 7 MY OBRLEFIOBF A BRI S 4, 1992 FFEICHETT
VT ATV« VAT 7 b2 20/120mg BLAHENAGR STz, 1993 b T
NAAF =4 BT ¢ 24L) BRI ZITV, THROHED 2 2ArEE
WA~ Z U7 | IZxT DIREE E L TARFNT 1998 HIH A v HFETHIH T
ARBERSG Lz, [EOHEDORWEBMEEE~Z ) 7 Z#EE L LT, #H
T, A (TAT AT VAT 7 hY 2 20/120mg $E) LIS OHEIE TH
DTINT ATV« v AT 7 kU v 80/480mg #EM Y 20/120mg 47 i EE $ BR%E
INTEY ., 1998 FLIKE, 3 AIFEDOREHE LT 140 L EOE T Hilsk TH&FR

T35,

AATIE, BVERTAHRERATTEBE [ B AW T2 B JE b AR R UL 52 b e 2
CRTBL - P BILRR YL AE (2569~ 2 BOTRO R 38 5n S PR HEERT JE S5 3E)  ThO S EIC K
T DB - AR BUE O i 2 2 W BRI OS] (SRS DA FEBE D ISR ]
232002 FEGEA L, BTG EIEC TR % EIN O R B TR ik
LT e, BUHRIGIENIIEEE L ) TR EOMEMEO @O ARZKEREE - st
L LTARAONER AT 5~ T U 7IRREE L TOEAENEE
AR S, 2014 B VT 4 A T 7w =~ RS HHITE AT EE )
O ARKGREE - WISAME OB E R & 2 T BRARICAE F LT,
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%Xt G SR EhRE AR BR A i L 7oA HKA&U%IAT®K§$E&D&
BBEEOTNANT AT N ENAT 7 B v OEYEIREIZIT & A EEIT R SR
okoEmﬁﬁﬁﬁﬁﬂwﬁwkw\Kﬂ@ﬁ%ﬁ&@%éﬁ@ﬂﬁ%ﬁ%&
LkEW%%ﬁ%@%%ﬁﬁ%T&otoLﬂbﬁﬁ%\ﬁ$kﬂﬁﬁé20
DLk a AT T ¢ THIZEDRRE DN 7 S OB R 1B R ST Z2 B 1
CODENZ R DEVERT « 274 HUE O it 72 2 Wi TR IR IR 1 D1 22 J$%26$f
AR IE M EECTHRE SN, BARADEIHED 2 WA~ Z U 7 /&
%T@ﬁﬁ@ﬁ%@&@féﬁm\%E%%ﬁﬁ%ﬁkk%&éwm&w:k
BRI N7,
PlbEzaEE 2, AKGBHFEICBW T, AEEBRRREREE X OhR%T —4 . H
ANTOEYERET — 4%, HARAANBE TOMHRREH WD Z & T, HAANER
% T#éﬁﬂ@ﬁ@i&@ﬁéi@&ﬁiﬁ ECTHD EE R, ARAIDER%
SEICBITAEENITRIL [T VT Thotzy, HEAHE~T ) T HE
&U\EE’\77 D 7‘$%%XT%& bf;ﬁunﬁknﬁ%ﬁ i%ﬁ!ﬁ [P GAYA N & %.Ig
E CKE. £ XU X, KAV, 7T A, ﬁ%2%7)7)f®%m%
HET TAPHED R WAMEGEE~Z ) 7] THDHZ b, ENIC ?6$
FIONEXIIE D [EOHEDO WA~ T VT LT LnmY L
Ez. 2016 F 2 A TAPHEDRWEMEREE~ T U 7| ZRE X ITEh R &
LCHFE L,
JRAT ﬁﬁ&AE%WEEF“” AR TORBEOBBICBNT, LTFTOEABAMN
SRNEESITIR (B) X [~V 7 ) L7220, 2016412 H, [~7VU 7] %
NRESUFRNR & LT, BUERGEAGR 2 IS LT,

1) WAEERRBRICI W T, BOHED R WEMEEE B~ Z U T3 2 A2k
&Uﬁéﬁﬁ%ﬁéht_& 2) KEIOIEREFZkEx 5L, EE~T Y
TICEBWTHBARATIH~Z ) 7 RBEEZ RTEEZOND 2 L, 3) AR
RikBR, AT, WHO HA KT A > OFEHE M ORFOERASF 21 E 2 5
&L RIMERY A 7 NV OIEBEE~ T U 7123 L CHOAFOFZMMEIIHGFTE 5
Z &, 4) p#E (Mandell, Douglas, and Bennett’s Principles And Practice of
Infectious Diseases Eighth Edition. Elsevier Health Science ; 2014, Harri-
son’s Principles of Internal Medicine 19th Edition. Mcgraw-Hill Companies ;
2015) 2BV T~ 7 U7 OIRRDHIAT 5 £ TEEE~Z U 7ICHE LR
WIRRG PRI TS Z &,

1. U7 Av b® BEAEEX, 7T ATV 20mg VAT 72 U v 120mg
AT HEAEHITHY . ACT (artemisinin-based combination
therapy) DOEAIFEAITH S,

( TT-1.BRFE DR . TVI-2, EEIEH] OHESM)

2. BPHED R WAMERGEE< T ) 7 EF IR LT, IBBREMm M., Fln.
~Z VT A0 EREEZRM b, SESERBEICH L THESMEE
R, ( TV-5. BRIRAAE] DOESM)

3. (KEICXYHEFHES L CHRE LE/NREE (BOHED WAk EE <
SUT) Tk LTHEMEERT,
( TV-5. EERRGGE ] DHSM)

4. RBEBELT-EEHIZBWT, BVEE—~ 7 ) 7 B O K ORILERY A
VDI~ T U TIREHROMENHERTE . A2 RT,
( TV-5. BERRGAE ] DHSM)

5. EAZENWEME LT, QT LR BHEARY) ROTF7 4 7% — (BE
W) BEHRESATVWD
( Tvil-8. BITER) DIHZM)



1-3. HROHAFZHEYE | ZUL20

I-4 BEGAIZEALTHE
My REEE

G HT 5 %H
L PR 2 Mk s b BRE
EEHES Y A7 EHEHE (RMP)
BNV 27 R MW E LT
FE ST 5 B
SR {51
BRI i | o R

['1-6. RMP] DIHZH

BiEE| | o

2014 F 7 AICHRAGRIE - BICAIEMFESEICB N T TERLOMEREWN &
FEAMh <41, 2014 4 8 HICBAREG #5321, 2016 4F 2 A AR I T,

-5 EBEHERVRE -
=R EDOFIREE

(1) ARB&EH 21 EEBEH
IS Y R 7 BRI BARED b, YN FEMT 5 Z &,

(@)
+ RMP (2L TiE [1-6. RMP O#iZE] OHESH

(2) f@E - FERALOFIR | %4 Law

HI1F
I-6. RMPODHEE AR Y 27 EHEHEE (RMP) O (202141 A)
1.1 ZeMMEEA
[EZEREEShY 27 [EEREEN Y 27 ] [ 2 A g ]
QT #LF IR 14 WU OERICE G L | 7oL
TS 74 7Fy— Yt DS R e

1.2 ARMEICEET 2 eI HIE
EHER T TO~ T U 7ITxT 200

I ERRICHEAS S LM O 72D OTES) L BEREICHEES U A7 /M D 72D D5 H)
2. i 22 RS T ] 4.U A 7 B/MEET
T O[5 S i 22 A R ARG B W DY 27 e METEE)
BTN D [ 48 iy 22 e PR R AL T IBIMD Y R 7 e/ METEE)

« fil P Rl A A L

3AMMEICE S DA - ABRO G

+ fil A Rl A A

KT O WL, WSLATBHEN I RS O O A F BB — VU THER L T2 &0y,
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(2)
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o-2.

M

(2)

3)

o-3.

Io-5.

I -6.

e 2
HMDH%

— &%

me (@Bi%)

F2 (WA

AT L

BEX XX
TR

AFRRY

578

28 (g%
XIFEE

BERA. B4,

KBS, 58S

0. AICEEY 5EE

U7 Ay FoRl A SE
Riamet® combination tablets

&y dD—2>Tdh 5 artemether @ lartem] [ZH¥E$ 5 RAMET ®R & A
ORIz T # A, RIAMET & 72> 7=,

TILT AT )L (JAN)
NATZ 7o kY (JAN)

Artemether (JAN) . artemether (INN)
Lumefantrine (JAN) . lumefantrine (INN)

antimalarial agents, artemisinin related compounds : arte-

TINT AT IV NAT 7o MY v
Gl
" N RUSBRER
oM _OH‘\E'___t.
K S
ST
CHy e ] L/

TIVT ATV CieH2605 , 298.37
WAT 7 MU 2 CHseClsNO , 528.94

TNT ATV (3R, 5a8, 6R, 8aS, 9k, 10S, 12R, 12aR) -10-Methoxy-3, 6, 9-
trimethyldecahydro- 1H-3, 12-epoxy [1, 2] dioxepino [4, 3-i] isochromene
NAZ 7 hY v (1RS) -2-Dibutylamino-1- [ (Z) -2, 7-dichloro-9- (4-
chlorobenzylidene) -9H-fluoren-4-yl] ethanol

TNT ATV CGP 56696, COA566B
WAT 7 MU CGP 56695



m-1.

MBS

(1) 48 - tHIK

(2)

3)

(4)

(%)

(6)

(N

R

iR 1%

AR (DER) .
R, BRER

BRiE B AZBE E 2

DERE

Z DO ELGRMEE

II. EXESICEAYT HEE

TIT ATV - AROFE OB R
AT 7o by BEOREEEOH R

FTILTATIL :
BIEBREIIHT HAMEE (25°C)
PRI R (g/L) ayirdus
7K 0.13 186D TERTFIZ < W
AR ) =) = 100 O A
2- TR ) —)L = 100 BT
T >160 e DR A
=5 )= >80 R T A
IWATF7 R
BIEAEICIT HBEE (25°C)
PRI WIRIE (g/L) TR IR
K <0.00004 FEAERT W
T K ) =)L 0.46~0.56 RO TERIF I W
AR ) =)L 0.37~0.43 6D TIETFIZ < WD
2- FasR)—)L 0.81~0.94 D T Iz W
Wl = F )L 12.1~13.7 LRI W

TIT AT PR EE R S 72w
WA T 7 b v R AR S 720

TIOLT AT )L fhiE 86~90C
AT MUV S 128~132C

TIT AT M L

NWAZ 7 b ipKa =K1 9 OV A7 7 b ATKK ORI T iz

B, FHEIZEL Y kDT)

TNT ATV LogP = 328 (1- 7 % /7 — /K, 25C)

JWATZ 7 hY v Log P>7.0

(1- 2 % 7 —)VIpH7.4 %K, 37°C TOTHIHE)

TIAT ATV et [al®:

+166~+173" (0.1g. =%/ —/ (99.5) .

AT 7 MY v S LN

100mm)




m-2.

m-3.

AR DEE
EHTIZHBITS
REM

BT DFERR
HERE. EEE

FZILTATIL
. e e PRI .
= 2. TEIEE
5C 2 EHOKRY = |365A 36 » HETH
oG FLogs BN Th o7
R + B R T A
25C/I60%RH |2 EOKRIU = | 64 H 65 A E THIE
IR TR WTH =T
= + B KT L
50°C/ 1% H Wi E o
<30%RH m. EEED
IKF, R
BRcbhbmni
. EAL R D
W ﬁg &
25°C/75%RH 3 ] 3 M £ THA
NTHoi-
25°C/94%RH 3 ] 3 M £ THAE
NTHoi-
Xt/ 120 & Lux « | Hix®'E O
07 h m., EEMED
ez ENE K. BEYE
R Ko OV e 5B R BBk
THEEBRD
S
REER : MR, IEOLE., HEgwE., &2%
IWAT7 )Y
=5 N L T%T?,ﬂ;ﬁﬁﬁ ¥
= £ EeeieA lé \'=}
25C/I60%RH |2 DKV = |60 » A 60 » H £ TH
i FLog Fn T o7
AR + &R R A
40C/T5%RH |2 BOKR Y = | 65 H 67 A FTHK
iR F LA NTHoT-
= + &R R A
50°C/ w7 2 |6 xA 65 A F TH
NTHoT
. 40C "Wt 7 A | 12 # A 12 » AETH
R B TH o7
25°CIT5%RH | #8077 A | 3 [’ ST £ THAE
(GEESp) NToH 7=
SegzEpt | ¥k 220~240 5 | BN TH -
=B A Lux-h ol

AEEE - MR, BRYE, SRS

TS aBRiE -

TIT AT IV AU AT S OVIEE (RAb U o LEERIE)
AT 7 b v AR A SVIIERE (RAbA U v LEEAE)

EEE

TIT ATV KK a~ N7 57 4—
NWAT 7o b ) v ke~ T T57 0 —
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(2)
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(4)
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w-2.

-1
FIHz DX A

HE| DN R UK

#HAla—F
HE DM
Z Dt

KH DR

(1) Ay GEMEM

(2) &

3)

) DEERVEREM
#l

R RRADEARR
URE

b i

EBATDHAIRMEDH
2 BRAEY)

V. ®E|ICE8¥ 5EE

i E S 7

PEIR N R (K)
EAE : 9mm

|4 :
ﬁé@igf;ﬁﬁ]\@ @9 — JEE @ 3.2mm

B 0.24g

FEANZ CG. NC &R
B L

AL LR

HINE 7 D&
18R 7 AT AT 20mg KOV A7 7> b U 2 120mg 2 &H

INA -

BAB—A JHAIALAB—ZAF Y TA EFBAT—RA ZATT Y W
< XL, RY YV LR— | 80, KT ABE

ML

AR

M L7g 0

M L7g 0

TIVT AT VK
TIT AT ILVOREM THEY e Fa 7 LT = SolEzmE

AT 7MY Uk
VAT 7w b DG B ORIV R



V-6. HXIOKEEHTIC e~
s i1 =p 2. LEFLEE Y11A ¢
30°C/75%RH | AVl =Y |24 » A 24 » HE T
FURYZF L HENTH -
EHTE vl R AR 7=
R =7 )V A
R )
PTP it
o 40C/7T5%RH | [Al L 6 » H 6 v HETH
IR K T o 7
I 50°C NS 14 H 1 #HETH
it s BNTH-oT=
SezErE | kv 120 7 Lux « | BiEENTH -
R 07 h -
NEER : MRk, HExwl., wHE, &2%
V-1. FRABLERVBMBED | 24 L2
ZEM
V-8. fh&FlEDEEZEIE MU ER e L
(B EMEIL)
V-9. Al TIVT AT )L
EHRERE (N RUiE)
BRI /K 1000mL
[EHE% 100 [BlHi/4y
BIESE ke~ NTF7 40—
NAT 7 M)
EHEBRE (S RLE)
BRI - XUV o= M EIERIER (R va=g A E 1% S
T 0.1N HFE%HR) 1000mL
[EHiE% 100 [Blin/4y
BIEE « SRAN AT R E ik
V-10. &3 8%
(1) FEIDELGERSR - | 4Lz
BE. NEL KL
Rz - 2EICEHT S
B
(2) A% UT Ay MECEEE 2488 [12 88 (PTP) X 2]
Q) FEE=E ML
(4) BRH#=DODHME PTP : RV = F /R F LU/ RIEIE= LT 4 VA, TILI=
AN
V-11. BIEREINDIEM | Z4ER L
]
V-12. Z0fth ERAN




V-1, MEEXIEHR

V-2, BEEXIIBRIZE
B HEER

V-3. RERUHEE=E

() AERUAEOH

5

V. BEICEAT 5IEH

1 FREX FIE
%57

5. REXRITHEIZEEET 51 E

51 RFlixe 7/ VA4 b (=7 U T HEBOKIRIKR) IIFER 2N =D, <
FUTRBOKRIBIENIER SN ZHEA~Z VT KOIE~ T U 7 OlE
WD AT, BRIEREL, 7 U 7T IRBOKRIRIKICH 3 515 M
ERTEANCELDIREEZEETHZ &,

5.2 Bkl ESCMIS A 2L BiE~ 7 Y 7TREFICBWL L, AFIOZhEN
FHTBLNRWATREME N B D720, DIREAEE T2 L,

5.3 FHRIITMEMNRD LN TWAAM~T U T OHRETIT, NEIRELH
AT RETHIN, AHEZHNDEAIIE, Migtho~T7 ) 7Rk %
BEICE=F—T52 L, [1.3H]

(fEER)
5.1 AL, ZOEMEFNoEe T /YA b (=7 U THEBOKRIRG) (2x LT

NRBHHETET, ~TZ VT HEBDODKRIEEBEREINEZ ZHBRA~T VT &
I~ Z U 7 OIREIZAWVWBIEEIT., BRIZERL, Al TORELE
BT B0 NHDHT-DFRE LT,

5.2 AFIDEIE~ T U TR AN O LML TR 67, Bilkba®E

LA EE D HIEYT U T OERFICEBW T, AROEN 0125
SIRWAREMERH Y | OO RIREEZIT O Z ENHERIND T ORE
L7,

5.3 FHISUIIEIEDZED STV D aME~ T U 7 O BE TIIAF OB MK T

DA H Y . AFN ORI T Dl H 5, O L5 RGEIC
W, IO~ T U TIRIFICUIV EZ D Z E0NEE LS, AFlE A
WAEAICIE, MiEFO~Z ) 7ERAEEZEEICE=4—3 5 2 L3
INDHTZORE LT,

6. RERUVHAE

EE, KBS CT1IE18E~4 8 (TAT ATV VAT 7 Rk
L T 20mg,120mg~80mg, 480mg) # #llEl, FEIH G4 8 IKff#], & D%
IR 1 H2E2 B GFeE) | RERICRAKEGT D,

REHO 1 REESEIX, TiLo#EY Th D,

5kg UL E 15kg Aiifi : 20mg,/120mg (1 £E)

15kg LL_I- 25kg i : 40mg, 240mg (2 §E)

25kg VL I 35kg Ajiii : 60mg, 360mg (3 i)

35kg LAl : 80mg, 480mg (4 $E)




(2) BARUVBAEDK Bi&

EfERE - B AENC B W TONE RO A 23412 6 B GE (60 FEICH7=0 6 MIET 5

k) F0CcH L EEERER (A026. A028, A2417. A2403. B2303. A2401
WBR) OGBME 28 H# DR (PCReorrected) 21, Wi d 90%% iR
ZTEY ., WHO ® acceptable cure rate DIEUETFD % 7= LT/,
Fo, AAEAERERACB W TRFEOREL MG LR (A020 RbR) | B%
B L RZEERNRE CIXBBEOBD BN, TAT ATV VAT 7
Y RUCOBREBEEEAEMEICEENRRD BND Z D, KAIOEE 145
HH7-DIC, BEABICRAOBRSTDHZEE L,

AE 35kg LEDEEIZE TEHHA=E

H[E ® The Academy of Military Medical Sciences (AMMS) DRatis RIzES
&, IKHE 35kg UL EOBRF KT HAKIO 1 BIH- 0 OB EIX, TLT ATV
SIVATZ 7 MYk LT 80/480mg (20/120mg #E% 4 #8) & L7z,

AE 5~35kg REDEEICHITHHRERDHE
K 5~35kg A D BE TOKREROHELEAEIT, /NEBRE 2B ITKER] T
DENEE BT LT- A2403 3RER & O B2303 B OFE RICH SR E L1,

1) 60 FFEiCH7z v 6 [#h « glal, ¥lal#b1% 8, 24, 36, 48, 60 Ktz D& G- b
U< L, #llEl, #lEf 5t 8 e, 2 HE RO, 3 HHEI#HA O 1 H 2 [EEE,

¥ 2) 1RBREER GBS 7 HEIPWIZIEMER s HA L, 230 28 HIZ E TITFRD 2
S T ERE OEIE, BEMETRA TR I~ T ) TIRANED b GAe. N— A
T A ¥ & YR O MR K% polymerase chain reaction (PCR) JAIZ &LV bhig
U, FrBUEGe DR 2 I LT,

#3) WHO ®#F A K7+ > [World Health Organization Guidelines for the treatment
of malaria. 3rd edition 2015] * T, #5L-Fi4s 28 HEDIRHFFR (PCR cor
rected) 7% 90% BOLE, A~ Z V7L L TIHATE L LT D,

*http://apps.who.int/iris/bitstream/handle/10665/162441/9789241549127_eng.pdf;jses-
sionid=D47D2E747C22518B208D124C56D7D4CB?sequence=1

V-4. RERUR=EIZHE 1. RERVAEIZHEET 5EE
BT 5FE TR OTEM:Z 3 LTV 5 B TIEIAFI ORI ME T 2 ATREMEN & 5,
RENDO¥ 5% 1 LINIZIEE: L2 5A12iE, BRGESE52E, (6532
il
(FRER)

TIROTME R 222k LT 2 /B TIIARAI ORI DMK T 2 rTREMED 8 5 72 ik
LT, 5 1RSI EE D EM U7z 358 18, RAIDRL D3RI S T 20 3
DELNRWATRERH 5720, BREPLETHD ,

10



V-5. BRERELIE

(1) BBERT—42/894

-
. M IE B .
B . . P — a3
5y AR B *p5 - BiER e gi@é s e
ERN | A1101 Rk A 1 o o FHEM i
% 1| (2015 4F) 12 {3
SLE | A020 TERERR N Bk o o T MMb, EER. | BF
I (19954, HE) | 1641 2 1o AF— R —
SME | A2101 R T X MME, BER, FEA
% 14| (20056~06 £, 126 1 O O TR - R
75 R)
44E | B2104 (93PN VAN E =V N BE
% 1| (2005~06 4F. 48 i O O SHQEHINES v A4
7 A) —N—
4ME | B2106 R o2 MME, FEER, 5
% 1HH| (2008 . 58 15 O O SH6FHIES v 24
£ XY R) —N—
ShE | A023 BHHED 72 nEE Bk, 74 21k, 5
B (1996 4, HE) | Bumii~Z7 107 TEEBR (RKHILROL
13 Ll b, K& O O O AT 7 Y BEDI
35 kg LIl 153 ff Bb) . FEHH
AT RE R Hrg:
SLE | A025 B OHED 7ounaE ZliskItF, 7o H L | BF
HEIF| (1996~97 4F, BHEEE <~ 5 1 7 o o o {EEE M., WATHM
2A) (RARYETe) Eeig
2Ll 359 #
ShE | ABMO2 AOHED 7oAk Wik, 742k, | &%
B (1994 4, HE) | B~ Z )7 o o o THEKR., WATEME
13~60 %, KE 1%
25~75ke 157 {3l
ShE | A026 EOHED 72\ A ZlfigkdLE, 7o h | BE
HBIAE | (1997~98 4E, A~ T VT o o o {brbiz, FEEM. FE3K
2A) (RA Y-S Te) PR
2Ll 200 #)
SME | A027 R AR A Bk FoAMME, “HE 5%
SBILAH | (1998 4, (18~50 %) 45 O O | . WATHEM L
KA )
AL E | A028 BOHED 7o\ Ak Ll ItE, IEER. | BF
HBIIAH | (1998~99 4E, A~ T VT Z & Ml
X A) (RE RIS 1) O O O
13l b, K&
35kg LLE 219
S E | A2302 EPNE I PN G VAN | =i 5%
SIFE | (2000 4, (18~507%) 42 #l O O ¥, o ERRR,. W
A4 XV R) TR e
S E | A2403 AOHED 72\ WAk ZhiskdilE, EER. | &5
HEIFE | (2002~03 4E. <o T o o o FEx PR
77U H) K 5kg UL I 25kg
AT/ 810 #
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4L E | B2303 AOHED WAk sk ItFE, 7o H LN | BE
I | (2006~07 4£, B~ T ) T b, e/, IR
77U 9) 12 LT, KE O Lt
5kg UL 35kg Aifi
899 il
4 E | A2301 EPN/EEFLPN T2 MM, EER, 5%
FIVH| (2001 4F, (18~50 %) 16 2/ v A F——
A4 XY R)
S E | A2401 Non-immune D& Ll ILm, FEEMH. B
BBIVAH | (2001~05 4, DHIE D 72\ vk 24 FEx
I—nmysN an | HEA~T T O
YET) (RARGET) |
18 WLl L 165 f
ShE | A2412 B OFED oW APE Hfigk, 7% nbte | %
HIVF| (20054, #A) | Bd#~Z T o %, e, EIEXHR
(RARYETe)
12 LA B 87 #
ShE | A2417 EOHED Z2WEE Bk, 7o X ke | 2%
HBIVAE| (2007~08 4£, B~ T ) T o %, e, EIXHR
oL ET) (RA YA )
12 LA B 265 #
SME | A2301 EPNZIEI PN F o2 MME, FEER, &%
FIVF | (2001 4. 16 4 2 /o A A ——
A4 XY R)
SME | A2407 EOHED Z2VEE %tk I 1A 5
HIVFE | (2004~2008 4F, | #rE~Z U 7 B[R] & 29T
HFreT) (iE47) 1001 #
4L E | BRO1 APHED 72 W B ZhiakdlEl, 7o 4L | &5
HIVFE| (2000~2002 4, | Bv~F U T O b, FEEM, FEHIR
75 I)) 16 Ll E 59
44E | A030 EOHED 72\ WA BfEsk., 74 21k, &
(2001 4£. B~ T YT O e, FEIxHR
AN RF L) 15~55 % 83 1
4+ E | BDO1 ABOHED 7oAk Wik, 742k, | &%
(2002~2003 &=, | B ~Z U T o e, FEIxHR

N TTT 4
=)

13 L B, RE
15 kg # 206
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(2) ERPREREAER

1) BN I BEERRER (A1101 5K6&%) V
HEY : BARNGEES MR E 2 X502, TAVT ATV« VA7 7 b)) & HlA
BO®E Lz & & 0RpEhne % 3 Hti4 5,

Ar AR 5 it [ ]

HA

BT A v

FEE R HEIRE O $ bR

RIES

20~45 1% D H A N A B 12 Hil

R T ik

10 FEMSL EAfs &% m%%ﬁ(Fm\%ﬁ®%%%ﬁK$ka:;—9mma iR
w%)%ﬁﬁﬁ%(5\uW) ITIVT AT )V« v AT 7 b2 20/120mg FlAEE% 4
FE, B O G UEWEIRE ZaM R OREM L BET L,

i R

TIVT AT TN S v7- % . DHA (dlhydroartemlsmln) s, v
AT 7 MU TR 1 R (PRIE) 02 A LT 7RO LN, AFEFRO®RE T
. BB E= LI,

2) SVES I HEERFRELER (A2101 3BR) 2
B R AERIRIZ, TATATIL - A2 T 7 ") vk 6 AL L X
DS (QTe FIFE) (ST 2EIZONWT, 7T vRE2HB, TFv 7%
B BEPER R & L CHRE LRI 5,

AR 5 i [

77 A

BT A v

S F AL, BER (RN iE OHER) . 77 EREOBIE (EXv 7%y
V) AHRL AR O R

S

18~65 i DIEFEAA 126 11

BT ik

TNUNT AT e AT 7 M) U, 7R XIS 7ax v fondinm
I21:1:1DETT U FLITEY )72,

TIVTATI WA T 7 Y URE (42 B) « TAT ATV VAT 7 MY >

20/120mg $E% 1 [F1 4 $&, 6 [F] (FIEl, MlEEeH-4% 8, 24, 36, 48, 60 KffH) L.

77 RARRE 426)) T vREE 1A 458, 60 (FE, FE#HES5% 8, 24, 36. 48,

60 BFRE) $&5-
X7V UM (42 6) T BREEE 1 [E 4 8. 5 B (FE, #IEERE5H% 8.

24, 36, 48 Wiff]) &5 L. WE# 54 60 FiffZIC 7 7 AREE 3 SER U EX v 7 Xy
2V 400mg B 1 FE& &5,

B, WTNORERE S YIENIEE R OBIERIZ (5 2PN, 7:30~9:00) 2
B 17, #0O#%0EE1Z, 1HBEEND 8% ICIThNn- 2 BIHEGEZERE . WTh
Y 12 KR O Bl TR G- 3™ Thihiz, IR 4 BFRIISIpr 2R LT,

URES

TINT ATV« A7 7 MY UERIZBWT, QTIcF MRON—R2Z A b DA b
(AQTcF) 7 ZtARLdzE (AAQTcF) OHEEEIX, #IEE 5% 68 KFfH D 7.45ms 73
KThoTz, AAQTCF Dl 90%(EHIX M D ERITZAIEF 575 68, 72, 108 K% T
Zh N 10.48, 10.38, 10.51ms THY, TIAT AT/« L AT 7 b 2L D QTcF
FFRIER O ATREME D fERR ST,
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() AERICERHER  |FMNEE DHERKRGER (A025 &) ¥

HH): 7T ATV« VAT 7 MY UECAEED 6 [B3%5 (60 BEfE) . 6 [E#E5
(96 BfM) oZzatt, AR OEYEIEEL 4 B&E (48 BEE) & LEikiEd

Do
i S it [ 2 A
el 1996 £ 9 H~1997 4£3 H
BT A LRI, o2 . EmE. WITEER iR
k5 EOHED WA B~ Z U 7 (REEGEE Gie) L g S 2 il Lo 3594
Bk ﬁﬁémk%%%%4@(%ﬁ%)&ﬁﬁ 6 A1 (60 IRef]) #G-HEUL 6 18] (96 IRFfH])
BERIZ1:1:1 OEETT U EALTEORT, TAT ATV - AT 7 MY v
2m@ummgmAﬁ&U77tT%uF®%@&5Lto
4 7] (48 FefH) BeHAE
wEl, wIEE G4 8, 24 KON 48 BEEIC4 4 B
(F5vR%Z 36, 60. 72 K196 R4 4 5E)
6 [0l (60 IF[H) # 51
wlal, glElBEeE-1% 8. 24. 36. 48 & TN 60 KEHIZ4 4 &2
(FZ7BR%E 72 KO 96 FEREIZE 4 §8)
6 Al (96 W) & 58
WA, WA E1% 8, 24, 48, 72 KN 96 BiIC4 4 88
(7 Z7 R % 36 LT 60 REIZ4 4 §8)
INERO AR, WBRE 0K GRS ORER THE Lz, 1HH720 0% 585EEIL. 15kg
Xﬁ?1ﬁa1ﬁgut2&g*ﬁ12ﬁﬁ2%gut3&guTT3ﬁs3%g%f4ﬁt
L7z, #EEEE 1 BEREUPICHEMN: L7235E . T O OIRBRE 2 HR 5 Lz,
P H HE
THFHEEE -

#1528 HEORESR (JRBEER GG 7 B LIPIZEMETRANER L, 220 28 A%
(ZFHRDN T2 D o TR E OIS

RIKEHMIE H

J HTH IR FEEATH SR ]

e
AEFRR. BARA, LEX
Y EhRE

TIWT ATV« W AT 7 N VRGOV A7 7 R U OIRY)EIRE

i R A

A FTRESERN ., B 5 28 HEE TORBENHE SN TV DHHEERE T, TAT AT )L -
NATZ 7 M) UBREDUND~<T U TIREZZIT W nWggRE & L, IR A+ oic &

ok L7 gsa bxtg & Uiz,

S PTRESE T 6 (8] (60 KFfE]) BEGREL TN 6 0] (96 BifH) #&GHEOEE 28 HE DA
BEIX, TNEI 96.9%, 98.1% T, WTiLh 4 B (48 Frf]) H&58E (80.8%) & Hhi
LTEMNo T,

o
t
H¥

ZeMEOMNTIX. Intention-to-treat (ITT) HEMAZXfZHE L7-, ITT £FIIIEFRE O
% 1RILL EZ 73 _TogRE & Lz,

HEFRBEEFIL, 48 (48 Kf#]) HERET 70.0% (84/120 #1) . 65 (60 HffH) &5
BT 71.2% (84/118 %) | 6 [\l (96 IFfE]) % 5-FET 68.6% (83/121 f5l) ThH-7-, RIE
FARBIRIT, AK 4 (8] (48 FERE) 5/ 16.7% (20/120 #1) . 6 [0 (60 WifH]) 58
16.1% 09n18WD,&1>6[3 (96 B[] 58 14.9% (18/121%1) THY ., WTFhno
FETHWLL LI ONRWERIZ TEOHEY Tho 7=,

A= 4@(@%%)&5%(2%(%@ TR ES 16 NRDL, Wb
AHK & OREIIEE SN, HELDSOEELRAERFGIL, 36 MR (4B (48 FF
M) #&58) | BE~Z V7 (4 B (48 KEf#]) BEGEED) KOWET 7 A2 (6 [l (96 KF
ﬁ)%?ﬁ)%l%]T\Mfﬂ%ﬁﬂ&@%ﬁﬁﬁﬁéh\%ﬁ@@@?%oko¢¢
ICE ST AEHERL, 40 48WR]) BEHERED 1] (FEiE~Z7V7T) THY., KHlEDHE

I E S, BRIFIEEE TH -7z,
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WP DEET 5%LL EIZERD b - A EFR L ORIEH

HEEG EITEM
R 4 (4885 | 6 | (60 | 6 [A (96 | 4F (4885 | 6 | (60 | 6 [F (96
f) #GRE | BERE) b | FRRD) BEG | M) BEGEE | RERE) &5 | RERD) B
(120 #1) B B (120 #1) B B
(118 1)) (121 1) (118 1) (121 1)
NN 84 (70.0) 84 (71.2) 83 (68.6) 20 (16.7) 19 (16.1) 18 (14.9)
b 43 (35.8) 29 (24.6) 37 (30.6) 1 (0.8) 2 (1.7) 1 (0.8)
fﬁjﬁ 24 200) | 23 195 | 13 (10.7) 5 (4.2) 4 (3.4) 4 (3.3)
BEARE | 22 (18.3) 16 (13.6) 19 (15.7) 7 (5.8) 6 (5.1) 3 (2.5)
I JIE 20 (16.7) 15 (12.7) 16 (13.2) 4 (3.3) 5 (4.2) 6 (5.0
7% PR 15 (12.5) 12 (10.2) 17 (14.0) 5 (4.2) 2 (1.7) 5 (4.1)
E3NEGRE 14 (11.7) 8 (6.8) 16 (13.2) 5 (4.2) 2 (1.7 2 (1.7
e 2 12 (10.0) 10 (8.5) 16 (13.2) 2 (1.7) 1 (0.8) 3 (2.5)
& 10 (8.3) 7 (5.9) 15 (12.4) 3 (2.5) 3 (2.5) 2 (1.7)
ARG | 9 (7.5) 16 (13.6) 11 (9.1) 0 0 0
HE5E 8 (6.7) 5 (4.2) 6 (5.0) 2 (1.7) 2 (1.7) 0
EO)LES 7 (5.8) 8 (6.8) 9 (7.4) 0 5 (4.2) 4 (3.3)
N 7 (5.8) 5 (4.2) 11 (9.1) 1 (0.8) 3 (2.5) 5 (4.1)
=il 6 (5.0) 4 (3.4) 7 (5.8) 0 0 0
95 4 (3.3) 6 (5.1) 4 (3.3) 0 0 0
M - 4 (3.3) 3 (2.5) 9 (7.4) 0 2 (1.7) 2 (1.7)
B (%)
E) AFNOAREINTWD [ XX3E] [HEXROCHE] I ToLts
DTHsH,
[ZhEE 1T %h R ]
~7 U7
[HEROHE]

HWE, REIOSCT1LE 1 8E~4 8 (TAT ATV VAT 7 M) rE L
T 20mg,120mg~80mg, 480mg) #*#lnl, eI H#% 8 KEfH, ZD#kIx
A 1A 2E2 A H Grel) | RERZRICRAKET 5,

REMNO 1 [EREG I, TioLtB) Thd,

5kg LA I 15kg Aii5 : 20mg,120mg (1 )

15kg LA I 25kg AJiii : 40mg,240mg (2 $E)

25kg Ll I 35kg A : 60mg,360mg (3 $E)

35kg UL E : 80mg,480mg (4 £E)
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(4) 1REEHIEAER

1) BREREEEER DFEE MAARRREER (A026 &XBR) *

HE : /NE QgL )R O ABEICBWT, TAAT ATV« LA T 7k
U UL SED AR M OV VE A . mefloquine & artesunate O F 15 & Hrlkd
Do

ar AR 5 it [ ]

vl

AR ]

1997 4 11 H~1998 4 3 H

BT A v

Stk dLE, 7 o2 MMelbis, FEEH, FEIHLR

RIES

AIHEDZRWEHEEEN~TF V7 (BERGEEZET) LW S 7z 2 5 PA b o 58 200 f

R T ik

WErEE, KK (TAT ATV VAT 72 U v 20/120mg ELASE) B XiE MAS
(mefloquine 250mg #& & artesunate 50mg SEDGFH) HEIZ 3 : 1 OHEIGTT ¥ LIZHID
fHiF. LFo@mv 5 L,

AFRE

RE T L7 HE 2 9)El, »llEs 8 Wik, Zo#%Wl4 1 H 217 2 HiEE (G 6 [H
#5)

*35kg UL I : 4§, 25kg ULk 35kg KVt : 3 §8, 15kg DLk 25kg ARl : 2 fE. 15kg A : 1 52 (1 [
H=0)

MAS ##

Artesunate 4mg/kg # #][F17>5 3 HfEl. 1 H 1 [Al, mefloquine 15mg/kg % artesunate £JJ
5 1 H#IZ 1 18], mefloquine 10mg/kg % artesunate #IFI#5 2 HZIZ 1 [FIEG-L
72, Artesunate $£ &% O\ mefloquine €& . 1/4 SEHAL CHRERIO A EICK DITWVHE & 72
LG L,

WAL E IR 1 B LINICIEMN: L7235 A83 2 O OIEBREEZ RS L,

BRIEEE

At

FEFHmERE -

Beh 28 HEORE R (BB ERENS 7 BUWNICEMFR AWML, 2o 28 HEE
(RN 72 70> o T- B E DEIE)

BIKFHRIE E « (RIR

AEER, BARE, LEX

Ky ERe
Kﬁ&ﬁﬁ@w%77/FU/®%%%

fiRAT I7 ik

FERHmE A

528 HEOIRRE=IL, FHATRE4E ] 2 %4t & L C. Pearson-Clopper i£% HVT 90%(5
BEXMEEREMN L, E%%JEU\&UM’\%I PEDIREZ VT, &5 28 HZOIRHROE G-/
72D 90%IEMIX M Z B Lz, FHliTEtEH 25 & LT, EhfERME CHlRE L Van
Elteren € (a=5%. WHHE) =M\ T, &5 28 HEORERZ KGR Tk L
7=

EINFEMT
FDA OH A X2 AZHS & | BINEENT & U CEE ] BEEE ] T DA S0 5l % 3206 L 72,
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(TS HamE | FEFHMEEE ;- &5 28 HEOIEEER
P AT REAERIL, 5 28 HiE FE TORBEENNHEIE Z LTV D HERE TRAILAA DI~ T U
TIHEMFEHL T RWHRE & Le, IRATHSIC D Fik L7egBRE g s Lz,
$ 528 HEOIEREE  FHE rTRE5E )
AKIBE MAS Ff
(R 13441 4741
SEARATRELER | TR, % (B0 97.0 (130/134) 100 (47/47)
90% 15X ], % [93.3-99.0] [93.8 - 100]
95% {S5H#HIX 1%, Pearson Clopper &L W HH L7
BANFRHT
5515 28 HE DB (PCR corrected)
MO ATHREERIR, N—R T A VBB~ T U 7 OFEGEDBER I, o 28 HEE
TOFBEENHEE STV HH8E T, REBMM P ICAR LSOO~ Z ) 735 FH
L CWARWERERT, #1528 HUANZIRA 531 12X 0 kB z ik U7k 2 5 T,
B 5 PMh 28 HE DOIERER (PCR corrected) (Gl Al REE[)
AFHIEE MAS @t
5% 134 47 1
SR ATRELER | TRIEEE, % (B0 97.7 (130/133) 100 (47/47)
95% fEHEIXH. % [93.5-99.5] [92.5 - 100]
95% {#EX[#I%. Pearson Clopper {£EL W HH L7
et | BEMEOMNTGERIT ITT £ & Uiz, ITT #£Mi%, 7o X 2L Zi, BBR#EEZ 1 [FLL

EZT T RTOEERE & Lz, AFEFLEIRIL, KA0HE 69.3% (104/150 ) . MAS
7 88.0% (44/50 %) . BIERRIRIZZNZNAAIRET 22.0% (33/150 ) . MAS # T
46.0% (23/50 ) THY ., WTNNDORET 5% EISED b= A EEFR M OEIERIZT
OB TH-oT=,

FHUIERO o Tz, BEELAERGIIAARE 1 4 CGSHEELOFEE) . MAS B 1 4
(R PERRFEVEZRRS) ISR DAL, TRBRIE & ORI A E S, RT3 b [BliE

ThHolz, FILICEST=AEEFRITBD SN2 -T-,

WD T 5% LI b AEFEL B L URIEA

HERG BITER

HGA4 A MAS #f AFH MAS R
(150 f51) (50 ) (150 #i) (50 1)
ES 104 (69.3) 44 (88.0) 33 (22.0) 23 (46.0)
FEEED F 40 (26.7) 18 (36.0) 8 (5.3) 13 (26.0)
BIEPE 39 (26.0) 11 (22.0) 0 2 (4.0)
) E 38 (25.3) 9 (18.0) 4 (2.7) 3 (6.0)
B 34 (22.7) 16 (32.0) 9 (6.0) 8 (16.0)
RH &R 28 (18.7) 5 (10.0) 0 1 (2.0)
5 P 25 (16.7) 5 (10.0) 2 (1.3) 1 (2.0)
iE 24 (16.0) 10 (20.0) 1 (0.7) 7 (14.0)
(RN 24 (16.0) 13 (26.0) 2 (1.3) 8 (16.0)
i3] 22 (14.7) 13 (26.0) 4 (2.7) 1 (2.0)

FEEL 19 (12.7) 6 (12.0) 0 0
FEL 13 (8.7) 11 (22.0) 4 (2.7) 6 (12.0)
Mg - 7 (4.7) 8 (16.0) 0 1 (2.0)

A1 5 (3.3) 3 (6.0) 1 (0.7) 0

i 3 (2.0) 3 (6.0) 0 0

B (%)
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QN EFE MAEERRAER (A028 5HER)
B /0 (18 A ) KON BEZICB W CT AT AT« L AT 7 b v
BL A8 DA IE N V22V % . mefloquine & artesunate Of L & Lbikd

Do

iR S it [ A

Ak 5k 1 ] 1998 /F 9 A ~1999 4 1 A

BT A ik, 7 X Abkik, IEEM. FEEXIR

POE BIHED 72 WAMBARA~T VT (REEEEZET) t2Wiahie 13 bl Lok E
35kg LA L #BE 219 i

R 1k BokSNIWBREEZAA (TAT ATV VAT 72 Y2 20/120mg Bl &de) BESUE
MAS (mefloquine 250mg #& & artesunate 50mg SEDGFHIEIE) B 3: 1 DEIETT
ZLZEIOAT, AT o# Y &5 L,
AR
#E, YIRS 8 KM, ZD%#4 1 H 2 B2 HW., % 4 8ExKE (Bt 6 [Flf5E)
MAS ##
Artesunate 4mg/kg Z A5 3 HIE. 1 H 1 [Fl, mefloquine 15mg/kg % artesunate #/J
5 1 H#ZIZ 1 8], mefloquine 10mg/kg % artesunate #EI 5 2 HZIZ 1 [5G L
72, Artesunate $£&% O mefloquine £ & &, 1/4 SEHN THRERIO A &R BTV AE L 7
LG L,
PRE S b EE% 1 BRI LAPNICIRM: L7238 132 0 DR 2 &5 LT,

A H At
FEFHEHEA -
Beh 28 HZ ORGSR (RSB GBME G 7 HLAPNIZHEMER HSE R LoD 28 HIEE T
(TR 722 D> o T2 R DEIE)
R HH R (TRBREER 5-BR A f?ﬁé J]']l(fﬁzf/\?ifi*“j&fﬂ@ﬁﬂ@{%ﬁ%#ﬁ%; S, ZD% 48
REFI LA EYE 3 kRE L TN 3GE . el PR R OV R A3 ERR S 5 & TORFH)
IR E
e PN
etk
AEFRS, BWAHRE, OEX
e
ARFN&GEED T VT AT )V, dihydroartemisinin (DHA) . XUV A 7 7> R U DY)
EURE

fEAT 715 FEFHEEA -

528 H#ZDOIRHE=HEIX
K Z2HEH L7z, FHlirTaEEM O 90% [E XM O TR 85%% Elal 554
(Ho:p<0.85) ZFEHTHZ L &L LT,

JFORTHCRERIE, ITT £ Zx%RE L, FRE, 25 S—tL FZ ALK 75 /S—& L |k
X A )b, WONZ Kaplan-Meier 5% FHUTHRAED 95% S HEIX M 2 FH L7,

. PMiFTREEH & x4t & L. Pearson-Clopper 4% T 90%{5 58
ity AR A

EINFEMT

FDA OB A X ATHEAS & BT & U TRl nf RESE ] T DA 2 el 2 FE ki L 7=,

IR S A

TEHMMIER : &5 28 H%OEmR
M AT BEAE R, &5 28 A FE CORBIEMAIE SN TV A HERE & L,
O IE LS b xtg e LT,

G- 28 HigOiRER FHM AT REFEM)

HRATITIT L

AK#E MAS #¥f

Al AT RE iR 155 1] 53
il TR BRE, % (Bl 95.5 (148/155) 100 (53/53)
95% XM, % [91.7 - 97.9] [94.5 - 100]

95%[FHEX [M1X. Pearson Clopper %L D HH L7
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BINEAT - B G-BAAA 28 HZ DOIRE R (PCR corrected)

R RTREERIE, N—R T A VBB~ T U T OREN R S, hoReE 28 A E
TOJFRBENRE STV D HEERE C, BBRBIR P ICARF SN oot~ Z U 73K A H
LCW WS & LT, #6528 HLRNZ RA+) L0 ikBra fik Lg%
aie,

¥ 5-Bi4h 28 HZ DIEH = (PCR corrected) (R nfREAE])

AHIEE MAS B

?J% (1%%) 1?5 @J ) 5? @J )

S ATRE BER, % (% 96.1 (148/154 100 (53/53
Flf T 95% fE#XHE. % [91.7 — 98.6] [93.3 - 100]

95%(EHEX X, Pearson Clopper % & W HH L=

JEU T SRR
ITT ML, T F b ENTZTXToOWERE & LT,

J B H R (ITT 4£1H)

ARFHIFE MAS B
@%fﬁ 16441 551
i 29 31
JFRIHIRIERT | 9500(2 e < i [26, 32] [26, 32]
(FfH]) O5~T5 /St L B A L 18~40 94~35
i 7~64 7~57

R
124

LEVEDIRMT S BEMIT ITT £ & Lz, ITT £Hix. 7o &b &, BHREZ 1 [
PLEZ T X TogRE & Lz, AEFEFLRIRITIAAIRE 63.4% (104/164 #1) . MAS
Bt 61.8% (34/55 f5) T, WIFNDLOEET 5% LICROONT-AEFTRIITROBEY TH
%, EBIEHIEZ MAS #1604 (EHE) THholz,

LD bR o T, BERAEEERIIAAMED 1 6 (PRI OAME) (1238
Hiv, AKFIOEERFIEENT-N, KK EOBREIXIRESH., BRIEE ThH-7-, F
7o, FIRICBE ST BERFEZITRDO LN -T2,

WTNORET 5% FIZERD b NT-AERHSR

AFEE (164 1) MAS #£ (55 f3i])

N 104 (63.4) 34 (61.8)
TEEN 68 (41.5) 17 (30.9)
BIEHE] 40 (24.4) 6 (10.9)
20 13 (7.9) 2 (3.6)
WAL B 10 (6.1) 5 (9.1)
B 10 (6.1) 6 (10.9)
NIk 10 (6.1) 2 (3.6)
LEEEDS 10 (6.1) 4 (7.3)
M35 9 (5.5) 2 (3.6)
A b A Y 7 (4.3) 4 (7.3)
S i 1 (0.6) 4 (7.3)

B% (%)
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QS EE MABEEREKER (B2303 iXER) ©
B : /R (12 UL T) BFEICBWTT AT AT « L AT 7 M) VA
BEDOMEE G- L | RS BEE DB NE R et A a5,

R S Je [ T7UA

AR [ 2006 4E 8 H~2007 4F 3 A

BT A v Zhax L, 7 X Ak, BEM, WATRER] g

x5 HEIHED R WAV~ T V7T (REREEZET) LWz 12 L T DR E bkg
Pl E 35kg A0 FBF 899 il

R E VIS NT-WBrE 2. KA (TAT ATV - VAT 7 U v 20/120mg FEASED K
W) BEUIEEE (TAT AT« VA7 7 b U2 20/120mg Bl A idE) BElC1:1 0
HETT X LITHY AT, LUTo@EY PIE, #EE S 8, 24, 36, 48 L TF 60 FFfHIZEF 6
HeH L7,
AF R
RE T L7 B Ol A 8E 2 8 L C/K 10mL ([Z AR
5y HBERE
IRE CIR%E L7z B Oy #bE 2 7K 10mL (27
*5kg DL b 15kg AW : 1 $E. 15kg LA E 25 kg K : 2 $8, 25kg LAk 35kg LA : 38 (1 HH7=Y)
TRBREIT, AIREZRIRY . BFEUIME [74 3 IS (avT U AININEE L
W) 1 EEbIcEE L, BE5% 1 BERIDINICIEY: L7235A . TO0OIRBRIEEFHEE L
7= (FH51L 2HET) .

P H A 2hiE
FEFHEEA -
Pl 28 HEOIRESE (&5 28 HEOIREEIX, RIS GO 7 H LI BN
DVEL L, 70 28 HEE CTITHRMR 2o oA OEIE) | PR S SR EE R CRVEY
A~ TV TFEEAPBD NG EN—AT A L FRERFOMEZ PCR IEIC X VR L
FRURGE IR D 2B LT, BB OA1 Wl (B%h) 1 . BROLEIT TS
L., BEREEE L7z (PCR corrected) .
BIKEEARIEE -
5 14 B OB, 5 42 BEOTEEER, FURHERRER, SEVERREH
ek
AEHFEG, WAmA, LEX
HyyEhe
TINT AT e W AT 7 MY G REOT VT A7)V, dihydroartemisinin (DHA)
KON AT 7 b DY ERE

fiREAT 57 1 FEFHEHEA -

528 H#%DOIRE . (PCR corrected) (%, Primary analysis (PA) %£[H% J= 24T EE
L7, 5 28 BHEZEORE®RE (PCR corrected) 1. 0 HEEREDS ARFIG AR R LIES M
Thorhw, HEHHEE (OBEER - RAMPED) Ol 97.5%F X MO FRZREH L
R L7z, 9T.5%(EHEXE O FIRAA-5%IE Th D56, ELEIN/RENTZE Lz, XfEed
Jr{fl p i & Hauck-Anderson fifi £ % FWTHEH L7z,

EINFEMT
FDA O H A & v AT IS & BN & U TR AT BEEE ] T O A 20 34 2 3206 L 7=,

AR | A

FHEFOTER : #5 28 HZ DGR 3% (PCR corrected)

ITTEHIX, BV~ T U T LS, SIESNT 1 RS OHEDORBRIEOR G % 1
B 220, IR G52 AR E E 2 1 RIS, Bl S e+ _CogE & L,
PA #£[Z, ITT E£HOWERED O LT IVT ATV« VAT 7 b VLSO~ T 1 73K
ZEA L TWaWERE T, 28 HIRORBRIIM 252 T L, o5 28 HZ IR ) iR
NIZHAICIE PCR ¥ TRl S -8B . UIBEAR T L0 ik L7 x5 &
L7z, RBRERE G4 2 [ HE#&RE L, 2 HOFERS% 1 RFRUNICIESY: U gias . B
5.4 2 R LANICIERE U 7= g5 . 3 A RO G HRIctho~Z U 7IRIZE A LA ¥
o — B A T BRI, PA BB LTz,
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ARHEMPEEICE T 285 28 HEZE DGR (PCR corrected) (PA %[

ESUAN
%L 409
BHiR (PCR corrected) . % (Hi%%) 98.5 (403/409)
T 95% XM, % [97.4 - 99.7]

BINRNT

R ATREAE L, N—RA T A VBB~ T U T OISR S, ok b 28 HEEE T
OFBEENPHE STV D HERE T, BRI T ICARA LS OO~ Z Y 7EAE/HH L
TWeWHRERE, 5 28 HURNZZRA 0 [ X vikBrz H ik L7 2 5,

AAREICR T D% 5 28 H#EOIEH= (PCR corrected)  GEAfi nJRELER)

BN
il 419
1B (PCR corrected) . % (f51%%) 96.2 (403/419)
T 95% EHEXI. % [93.9 - 97.8]

95%(E X [Hi%. Pearson Clopper IEL VW EH L7

AFRRE 3 1 D R ERRER  GEAfh T aE£E )

528 H#EZOIRGE

REX Sy S % (%)
95% fEHHIX M. %

95% (24X [M)i%. Pearson Clopper #EL VW HH L7

R
124

LEVEDOFMIL, MM REM A2 RIS L Uiz, Ve REMIT 1 [BILL R
ARG S, ZRMFHMEIEE 2 1 BILLEFH S 23 X TogERE & L,

HEFRGIL, BEERE 68.7% (307/447 i) . ARAIMWEREE 70.4% (318/452 i) TRDH B
AU BWERIX, oHBERE 9.4% (42/447 B1) | AAGWEE 12.4% (56/452 ) TiRHHIL
7o WITNDDORET %L EICRRD OB EFEL K ORIERIZTEO®EY Tho7To,
FETIE, BEERET 2 B (YK O 1 6)) . ARFEMAEET 1 6] BV~ Z U 7R
HEYL) RO LIV, W BRI L OBEIIGE SN, ECLSNOEERAEHEFSR
X BEERET 5 Bl (B~ 7 ) 7Y 2 i, A, SRZMERm, THL, e, 5

B K, R DRI K O FRUERRGAS 1 B . AR GET 5 ] (BT
~ 7 U 7R RRG: 3 B, A, FEEN BHEVEE, RUEXE SR, KR ONRA 1 B 2

RO DD, WTNHIREREK L OREIEE SN, BIRITEWEE~ T Y 7 R dugkde 1 41
J OYEiE 1 B RIEIE, Z OMOFERITEIE TH -7,

FIRICE S 7oA HEHRRIBEERET 9 F1 (R 6 i, BUiFgl~Z V7 2§, FUE-YL,
BRRZPER L O E A 1 6 ROARFERET 11 6 (ErE 11 61) 235380 bivle, miE
(ZRO LR (TR 6 BILT 11 61) ZFRE . IR L OMEIAES Nz, W
hbismidElE Tho 7,
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WP DEET 5% FIZER O DN HEFS K OREIVEH

FG4 HERS BIl/EF
ITRREBERE | ARH PR SRR BERE ARFIF R
(447 f51) (452 ) (447 51) (452 f51)
AR 307 318
68.7) (70.4) 42 (9.4) 56 (12.4)
FEEN 167 165
(37.4) (36.5) 1 (0.2) 4 (0.9)
M 105 (23.5) | 113 (25.0) 1 (0.2) 0
RARS 7 U 7RIS | o6 (199 (212();) 0 2 (0.4)
M 75 (16.8) 76 (16.8) 33 (7.4) 42 (9.3)
& 37 (8.3) 31 (6.9) 1 (0.2) 0
T 36 (8.1) 26 (5.8) 1 (0.2) 0
FHR 33 (7.4) 33 (7.3) 0 1 (0.2)
e 30 (6.7) 30 (6.6) 0 1 (0.2)
BRI 28 (6.3) 30 (6.6) 0 0
TATRAFT )
Koy 27— PR 27 (6.0) 20 (4.4) 3 (0.7) 2 (0.4)
B (%)
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@ EFEIVIEEERRER (A2412 5KER) ¥
B : /R (12 mEBlE) ROWABEEZRRIZ, TATATIVENLAT 7k
U UEEH 3 B G % ORERICH T 22 mETT 5,

ki S it [ ] 2 A

Ak R ] 2005 4 6 H~2005 4 11 A

T A Hijigx, 72 bk, JEER, FEHTR

RS BIHEO R WAV~ Z V7 (REBEEZET) oWz 1200 Eo B 87 i

BRI BER SN WBRE ZARA (TAT AT - VA7 7 b2 20/120mg BléadE) BE. 7 b
NRay|Fa 7 7=) (7 h"ayv/7ua 77 =)L 250/100mg FAEE) BEN O MAS
(mefloquine 250mg #& & artesunate 50mg $EDPJFHEE) B2 3 :1: 1 OHEETT U H A
WZEI AT, BLTomyEE LT,
A RE
(RE CTHEE L2k &* 2 f)lal, #IERG-% 8. 24, 36. 48 MT* 60 KifilDFl 6 [Fl#% 5
*RE 16kg LA | 25kg LLF : 2 88, 26kg LA L 35kg LLF : 36¢, 35kg i : 4 & (1 [HH7=0)
VA= VA=Y =YY
RETHELZkOME*% 3 A 1 A 1 B#&5
(K 11kg LA L 20kg LAF @ 1 88, 21kg LAk 30kg AR : 2 §E, 31kg LA E 40kg LAF : 3
FE. 40kg#B : 4 8 1 H7=D)
MAS Ef
RETHHEE L7ZROHAE O artesunate #£% 3 Hiff 1 H 1 G RO, KETHRE LM
#*2 O mefloquine #& % artesunate SEFIFIH G- 1 H%225H 2 HIE, 1 H 1S
*1  95kg LI I 35kg LI F 2 4. 36kg LI - 50kg DL T 4 §%. 50kg i 448 (1 [EH7-1)
*2 Bh5 1[8]H : 25kg Ll & 35kg LAF 2 $E, 36kg ULk 50kg LA T 3 $E, 50kg @@ 36E (1[EH7-0)

5 2 [FIH : 25kg VL I 35kg LT 1 88, 36kg LA I 50kg LATF 2 $E, 50kg # 3 #E (1 ElH72D)

RBREIL, Faalb—rIA7 250mL & & bICHEE Lo, 5% 30 s INICIEM: L 7=
B, ZTOHOIRBRIELHRE L, #&51% 30 /5~1 KFELLNIZIEM: L 72358 13- RO 1R 3E
G L,

A H etk
FEFHEEA -
HEMERMERSOES (ABR) OMIPEERFOR—RA T A 2 0v 6 O LED 0.3ms H & 72 - 7o gk
DHEIE
BIKEEARIEE -
WA (MiEREE) « AEFS. BARA
A
Bh 14 Hi%, &5 28 H#. &5 42 B ORE# (PCR corrected)
hH 14 B, 528 H#E, KOS 42 B ORERIT, RBRIEE 55 7 HELAIZ
MR RHEEA L, Dot ENEE 14 A%, %5 28 A%, &5 42 A% £ TITHRD R
Do T BRE OFIE & Uiz, FHIRFICBEMEEMRA CRVH B~ 7 U 7 R D E TR H L
Tet. N—ATA L YR O MR A Z PCR {EIC LD g U, G0 >
R U7, FHEROSAE el (A% | . BROGET TED) & LRz H
H L7- (PCR corrected) ,
AEFEDON AT 7 o U OIEYEhRE

AT 715 ek

Day 7 T?» ABR OIIEERFHIZN—RZ T A4 )15 0.3 ms DIEE DB B IV ARKIREDOHLER
FOHEEIL 15%U ETH D LW O IRIEREZ . ARAIFEC R 2 A RIEfEREE W TA
FKHE 5% CHE LTz, 23T —ZITOWTHIBIAZ 1 AR 95% EH X M A OY 1 AEAH
Ml (ERR) 95% (XK A F H L7z, 1 EAEHEXMEIX, Pearson-Clopper 1% HWTHH
L7z,

A hi
Beh 28 A DOIER= (PCR corrected) 13, ITT £ % %f5% & L, Pearson-Clopper 5%
HWT 95%E X M2 L,
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et | MM SRAER I, JRBRZEDY 1 RILLEE G S, JRBREEE 5% 22 N2 1 [[IEL
bR L U, IRBRIEEREEICE A Lokt S (PP) #EMIX. HED 80%LL LD
;g%ﬁﬁﬁi&%éhf:%&%ﬁ%ﬁ R—RAF A & Day7 @ ABR DI 1D FEAM AT G 72 #7 B5R
E L7,
FEFHmEE -
PP EMICBIT 2S5 7THHD ABRIZBWT, X=X 74 b 0.3ms O ML EFEDIE
ENFRD LN ERE 1L, AFIRE3.2% (1/316)) 2RO LI, 7 hav/7a s 7 =L
K ONMAS BETIIRBRO b7z,
RIKEHIE E
HEFGIL, AHIRE86.5% (45/621H1) . 7 ka7 a7 = #f 82.4% (14/17 ) K&
N MAS Bf 64.7% (11/17 ) TiRD bav, RWERIIAAIRE 38.5% (20/52 i) . 7 k3=
UN7a T =V 41.2% (7/17 ) . MAS B 29.4% (5/17 f5]) TERO LI, WIun
DOFET 3% LICRO N AEFRLORERIZTTROEY Thotc, WTHORES
U, BEERAEFEZROFILICEST-FEERIIRO Lo T,
WP DORET 3%LL EIZERD b A EFHS K OEIEM
HERS BIVEM
AFITE 7 ozl | MAS B AFNEE 7 hzv/ | MASEE
HGA, (52 1) Tngy7 = (17 #1) (52 #) TusT = (17 %)
JURE JVRE
(17 %) (17 f51)
2R 45 14 (82.4) 11 20 7 (41.2) 5 (29.4)
(86.5) (64.7) (38.5)
~Z U7 23 9 (52.9) 4 (23.5) 0 0 0
(44.2)
BFHE-ZU7 | 9 (17.3) 1 (5.9) 1 (5.9) 0 0 0
JE R
GIEPR 13 4 (23.5) 4 (23.5) 2 (3.8 2 (11.8) 1 (5.9)
(25.0)
FEED F 0 13 2 (11.8) 4 (23.5) |9 (17.3) 0 3 (17.6)
(25.0)
BRI IR 12 2 (11.8) 3 (17.6) | 6 (11.5) 2 (11.8) 2 (11.8)
(23.1)
AHRSE 9 (17.3) 1 (.9 2 (11.8) 4 (77 1 (5.9 2 (11.8)
Mg - 6 (11.5) 2 (11.8) 0 5 (9.6) 2 (11.8) 0
Ty 5 (9.6) 1 (5.9) 3 (17.6) 0 1 (5.9 3 (17.6)
E=giiil 5 (9.6) 1 (5.9 3 (17.6) 0 0 0
FEEL 5 (9.6) 0 0 1 (1.9 0 0
GV 4 (17) 3 (17.6) 2 (11.8) 4 (77 3 (17.6) 1 (5.9
PGPS 4 (7.7 2 (11.8) 2 (11.8) 0 0 0
e 4 (7.7) 1 (5.9 0 1 (1.9) 0 0
DAL 3 (5.8 1 (6.9 2 (11.8) 1 (1.9 0 0
e 3 (6.8 0 2 (11.8) 0 0 0
TR 3 (5.8 0 0 2 (3.8) 0 0
B 2 (3.8 3 (17.6) 1 (5.9 1 (1.9 2 (11.8) 1 (5.9
i 2 (3.8) 2 (11.8) 0 1 (1.9 0 0
JHFHEE 1 (1.9 0 1 (.9 0 0 0
Hgkye 0 1 (5.9 0 0 0 0
Rk 0 0 1 (.9 0 0 0
% (%)
B | ITTHEMIL, RN—RA T A IR~ T U 7 HR AR S, 15BN 1L B S

WeBRE T, IRBRIER 5L RN Z 1 R LA B TR & LT,
ITT ££HIZB T 585 28 HL DR (PCR corrected) 1%, AAIBET 91.5%., 7 k=
UN7a 7T = EET 100%. KT MAS BET 93.8% CTh o7z,
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ONEFEIVIEEERRER (A2417 HER) ¥
B /hR (12 UL E) RO ABEIZBWNWTCT AT ATV« VAT 7 b
VA BEDBERA R D e A R 5,

R S Je [ ap ey

RERT A Bk, 7% AMukeis, IEEM, FEIEKHR

TR ] 2007 4 5 H~2008 4% 11 A

x5 AIHED WAV~ T V7 (REREEZET) sz 12 Ul LofBE 265
il

kiR 7 1k VRSN EZ . KA (TAT AT« VAT 7 kU 20/120mg BEASE) BE. 7
ko T 7 7=/ (7 hXay/7a 7=/ 250/100mg B.&EE) MY MAS
(mefloquine 250mg §E & artesunate 50mg SEDOFAEL) BECZ 3 1: 1 OFETT ¥
LIZEID AT, LTo@b &5 Lz,
A B
RETHE L2k O H & %P, YR G% 8, 24, 36, 48 XK 1* 60 FFfH Dl 6 M5
*15kg i 25kg LA T : 2 B, 25kg #8 35kg LT @ 3 £, 35kg#l : 482 (1 [HIH7-0)
VA= A=Y=V
HRECTHEL-ZKOMAE*% 3 A1 B 1 FE&YS
*11kg LA | 20kg LA : 188, 21kg UL |- 30kg LAF @ 2 8, 31kg LA I 40kg AT @ 3§, 40kg #4 : 4
g (1WdHn)
MAS #f
RE TR L7 RO A E @ artesunate #&% 3 B 1 A 1 [BFEEG KR O, KETHEL
WO M E*2 O mefloquine $E%4 artesunate SEFEI G- 1 H#%225 2 HfE 1 B 1 [B#& 5
*1 25kg ULk 35kg LAT 2 &, 36kg ULk 50kg LAN 4 8, 50kg #4868 (1 HH7=V)
*2 BB 1[BIH : 25kg LAk 35kg LT 2 8%, 36kg UL F 50kg LA T 3 6E, 50kg #B 35E (1[EI&H7=9)

b 21H : 25kg LA 1= 35kg AT 188, 36kg LA I 50kg LA T 2 5E, 50kg # 3 88 (1 [El&H72 V)

B, BBEITTFaaL— I 250mL & & HICEE L, &5 30 0 LINICIEM: L
Te%a. TOaORRELFES L, &5% 30 o~1 FFRIUNICEY: LIS a3 aE
BHRE L,

P B ek
FHEFHHEE -
TEMERN RS (ABR) OMIEEREON—RZ T A v D OZ L&D 0.8m 8 & 72 > TR
DEIEG
BIKEEARIEE -
WA (MiEREE) « A5FFS. BARA
Ak
Beh 14 AR, #6528 Bk, &5 42 H#EDOIERE (PCR corrected)
514 A, H&5 28 A, KOG 42 AR OB, RBRER GG 7 AUN
ICHEMEFRNEIR L, o2 Eneh 14 B, %5 28 A%, &5 42 A2 £ TICHA
WIeino T gBRE OEIS & Uiz, FHMEFRHCBEMBIMRAE CEHA~Z UV 7T RRB O b
Gy N—RAT A v EHEERFO MK Z PCR {EIC XV HEL L, FH G TR0 2 15 L
Too FHUEEOEET Wl (%) | . FROSGAEIE TER)) &L, BlEEsREH L
(PCR corrected) .
AAFEDO NV A7 7 N Y v KO DHA O3EYERE, MAS # ® mefloquine, artesunate 35
KO DIEVEAGEHY) O S Eh

PR 5 1 wZAaE

Day 7 CT» ABR O I ERHIAN— R T A L5 0.3ms #OIEE 23588 b AL AFIFEO#
BRE DFNEIT 1%L ETH D] & D IFENGLZ . H—0FIE IR 5 A RIIEfRE 2 H
WTHBEKYE 5% T L7z, 2 T —Z 12OV TRIBIAZ: 1 BT 95%(2 #8 X /i & O
1AM (ERR) 95%EfX M 25 L=, 1 EmAEFHXEIL, Pearson-Clopper 5%
FAWTEH LT,
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Atk

5 14 B, &5 28 HiE, KOG 42 BEZORER (PCR corrected) 1%, HRDf#
BreER (FAS) K OGN rIRE4ER] 2 x4t & L, Pearson-Clopper %% VT 95%f15 #HIX [
R LT,

LEARVERRAT R RAERNT, TRERIEN 1 MDA B G S, IRBRIREE G4 2 2 MR 2 1 [BILL
LR L Lin, RVl T OIRBRE M E IS E A Lot 5 E M (Safety
PPS) %, FHED 80%LL E DI 5 SN~ r#E T, X—RXTF 1 & Day7 ® ABR
OB R TG AT RE N OHE R M2 A T A A DB E I N TV RN T VX M ST
B & Lz,

FHEFHEEE -

Safety PPS (CHE W T, %57 HHD ABRICEWTR—2 T A /5 0.3ms 8O T
DIER NG LR E 13, AFEE 2.6% (4/151 fl) 2RO B, 7 hxayv/7a s
T = NFEER N MAS BETIERD b Lo 72,

IR E A

HERZEHRR L, AAITE 28.9% (46/159 B)) . 7 b Xa /7 77 = LR 47.2%
(25/53 f5l) . MAS #f 67.9% (36/53 i) . EIWEHRBLRIIZNZ 3.1% (5/159 f1])
11.3% (6/53 f5) . 28.3% (15/53 f5l) T, WTFINDHET 3% LIZRO b AHEFS
MOBWERIZFTEREDOEY THolz, SLTILRD LN oz, BELRAEFTSIT MAS
1 (PR OB REMERE) ICRB 8 B2y, JRBRIE & O BEIISE S, EIRIEEE TH -
oo WIEICE S EHERERIIBD LN -T2,

WD FET 3% FIZER D DA EFS K OEIER

HERR BIYER
AFITE VYA =4 MAS ## AFEE | 7 hoNm/ | MAS B
R4, (159 #i)) | FarsT (53 #il) (159 #) 7ar7 7= | (534#l)
=)L JUHRE
(53 #1) (53 )
ESXIN 46 (28.9) 25 (47.2) 36 (67.9) 5 (3.1) 6 (11.3) 15
(28.3)
TREIE D 9 (5.7) 5 (9.4) 14 (26.4) 3 (1.9) 1 (1.9 8 (15.1)
FW
E=giil 6 (3.8) 4 (7.5) 2 (3.8) 0 0 0
FEEL 6 (3.8 4 (7.5) 2 (3.8) 0 0 0
S 5 (3.1) 7 (13.2) 7 (18.2) 0 0 1 (1.9
i3 3 (1.9) 2 (3.8) 4 (7.5) 1 (0.6) 0 2 (3.8
T 3 (1.9) 2 (3.8) 7 (13.2) 0 2 (3.8) 3 (5.7)
i | 2 (1.3) 1 (1.9 2 (3.8 1 (0.6) 1 (1.9 2 (3.8)
LR 2 (1.3) 9 (17.0) 15 (28.3) 0 5 (9.4) 9 (17.0)
B 2 (1.3) 1 (1.9 2 (3.8) 0 0 2 (3.8
AHRSE 0 0 4 (75) 0 0 3 (5.7
NS 0 0 2 (3.8 0 0 2 (3.8
K57 T 0 0 2 (3.8) 0 0 1 (1.9

Bil%L (%)
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Atk

FAS (X, 2B~ 7 U 7 OEY P HERR SAUTRBREEY 1 [mLL G S, Ao O RHE
% 1 FLLEZ T2, T MEEINT=T_RCOWERE & Lz, #5 28 HZOIEERO TN

BEEMIX, FASO S 6, T2 X MEINTZBEOIRBREN L S, #4528 HiLZ OIEHE
75)‘4’»1ﬁﬁéntﬁ“~f@%)§z%ﬁ%%xj‘%%& L., RIEMBEIZREDRA+ D EBLONHEHIC
L0 HIE L-gBRE b RI5 & LT,

b5 28 HZEOIEHIZE (PCR corrected)

\ T ka7 .
AA B g MAS Bf
FAS IS 159 Bl 53 f 53 f
BER. % (B 98.7 98.1 98.1
(157/159) (52/53) (52/53)

95% (S HEIX M. % [95.5 — 99.8] [89.9—100.0] [89.9 —100.0]
ST T ReE R | BIE 157 f 52 i 52
il TR BEE, % (Bl 100.0 100 100.0
(157/157) (52/52) (52/52)

95% IS HEX M. % [97.7 — 100.0] [93.2 —100.0] [93.2 —100.0]

95% {SHEIX[EIX. Pearson Clopper £& W EH L7

2) ReMHR

(5) BFE -

973 B Bl 5 B

U ER R L

1)%@%Nﬁﬁrnﬁ(mm1
HA 18 mbl Lo BFIc
PER O Z V2R il 2,

HER) ©

FHTIT AT« VAT 7o U VEABEDER)

AR 5 it [

I—um /R, a7y

B

2001 4 5 H ~2005 4 8 1

BT A

S b, R, HEx R

PSS

BHHED R WABER~T U T (R
immune £ 165 i

7233, non-immune HBF L, A% 5 FH TR E 5 FRiC~ TV TRATHIERICE AT,
WE 5 FMICAHRHE~Z U T LBENZ Lo WEF L ER LT,

ergie) LMiahiz 18 Ll E® non-

BT ik

AAE| (TIVT AT« VAT 7 b2 20/120mg Bo&8E) Zw)al, Plalfb% 8. 24.
36, 48 KN 60 FFfijoF 6 B, i 4 SRS LT=,

AREZR R 0 BRIy D@ O E S SUTIERE S & I G- L, 5% 1 KL
XD OIRREL F#E G Lz (HEGIEEBEHEZ B C T 2HEET) |

CHERE L7256

BRIEEE

Bk

FHEFHEEE -

B 28 OB (&5 28 B ORGSR, 1RBREEE 5405 7 HELNIZ
DR L, 2> 28 H# F TITHRI R D> o 795 OEIR)

SEAMGIG I BEIMEE MR TR BN~ T U 7R OREN RO DN A, N— 2T A v L& FK
Yel DI iR IA Z PCR EIC K D Hol U, BB D TRk 0> % ) EIJ Lto Beh 28 HZL DR
WRIE, R E TRl (A% | . FE TELh) L L TRV -72kEE (PCR cor
rected) ZHEH L7,

RIKEEAIE E

Beh- 7 B OB, FEEGE IR, TRy R RERE

MR

zelt
AEHEL, B

AFNBGREDO NV AT 7 R U > desbutyl-/V A 7 7 > b U > OIRYENRE

UT

TNGEAR

ERIEN

fiAT 7 ik

Atk

45 28 H#& DGR = (PCR corrected & T Non-PCR corrected) &, Intention-to-treat
(ITT) SEMCEZMENT 2 320 L, FFM rTsesE R CHBh AT 2 %20 L 7=, ITT 4T
Frix, BB O TG IR U7 g 2 3 Cmgh & B S, JRTE K% O
B OFT =2 NGO TWRWEBRER RN 2 X o —HKL LTH~T U THRO®R 5425
T ERE . B EED o 7=, Pearson-Clopper (%% T 95% FE XM A& H L

72
|
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Bk | EEFHMEEE &5285%®@@$1@ﬂhwmmw)
ITT H£MHZ, AMEEEE~ T 1 7TIRENHER I N TR EEMOHRE & L,
ITT M
EEUUN
RAES 162 B
EiEZ (PCR corrected) . % (f1%%) 74.1 (120)
95% (X, % [66.6 - 80.6]
95%FHEX M1, Pearson Clopper %L D HH L7-
FHERTREERNIE, RN—A T A VBB~ T U T ORRRERHEGR S, o528 HIXE T
DJF BENPE STV D RS T, BB P ICAKF DN OO~ Z U 7 3EZEH L
TWRWERERTE, #4528 HEARNZ ThRA+5r) 12X 0Bz ik U7k 2 5 T,
Al AT REE
EEN
RAE:S 124 B
B (PCR corrected) . % (f1%%) 96.0% (119/124)
95%{EHEXTHL % [90.8 - 98.7]
95% 15 #E X [i]1%. Pearson Clopper #E& WV EH L7
et | REMERAT R RERIL, FIERS LB CIRBREER 5.2 1 UL EZ T -3 X T ok

HE LT,

HERERREBLFIL 75.2% (124/165 B) | EIWEHAFRBLRIL 29.1% (48/165 ) Th-oT-,
2%LL ki puu&)%nf_ﬁ:t—%%&r} WERIZ TED®Y ThHot-, EERAEELRIT 6
[ﬂﬁﬁ 1% g, I RIS E, i e )/I/E“‘/i%'ﬂﬂ\ N7 AT I T —F ER, &
M-, HEFE JEI“ ~Z U7, RE\ FEMIOBEREREE . ITRERE R DIRK, BB
77)7J$Emk Hﬂﬂﬂﬂ@#ﬁ{ﬁ\ P %ﬁ&wu lﬂa% 1 (EEET) ] IZ@D5
U, KERRROBSRERS S . IFHSRERE R, M eV r e N, NI AT 17 —F LR,
Ma i, BT L OVBE B Z U 7 JRUERE Y THEARA & OB G E SR - 7208, W
THOLIBIFIIEE CH o7z, FIRIZES72FEFGT 1 6 FEREOCTHD IZEO b,

ARANE OREITEE S22 7208, W LS ERIFIXEIE Th - 7=,

2% BB b A EFZ KL ORIEM

HERES (165 #4) BIEMA (165 )

N 124 (75.2) 48 (29.1)
S 48 (29.1) 6 (3.6)
RHRSE 22 (13.3) 11 (6.7)
T 22 (13.3) 5 (3.0)
[l#sfE oD F 21 (12.7) 6 (3.6)
Fs 2R 20 (12.1) 2 (1.2)
Nk 18 (10.9) 2 (1.2)
BRI 17 (10.3) 4 (2.4)
Mg - 14 (8.5) 6 (3.6)
0 13 (7.9) 1 (0.6)
L 11 (6.7) 5 (3.0)
R 11 (6.7) 4 (2.4)
ZiTE 10 (6.1) 3 (1.8
i3 10 (6.1) 2 (1.2)
5 R 8 (4.8) 2 (1.2)
%t 7 (4.2) 2 (1.2)
FEEL 5 (3.0) 0

2 4 (2.4) 0

BT 4 (2.4) 1 (0.6)

Bi% (%)
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2) NEFEMIEFEKRRER (A2403 KER) ¥
BEY : /NRICBITFAT AT AT IV« L AT 70 8 UEESED LM R OVER)
MG 5,

77U

A BRI ]

2002 £ 7 H~2003 F 2 A

RBRT YA

Ltk delE, IEEM. FEXT PR

ES

KHEBkgll E25kg L FO/NET, BHED R WAMERRE~ 7 1 7 BE 3100

BT 1k

KAl (TIVT AT« VAT 7 MUY 20/120mg BlA8E) Z#lEl, WlElE 5% 8.
24, 36, 48 K160 K DFE 6 ], KECHRFELI-HE* 2 &G
*(KE 5kg LI F 15kg Riifi : 188, 15kg UL L 25kg LA 2482 (1 [mH7=0)

ﬂ%&@U\Q$XH%ﬂ(74EVRH¢%%)&&%K&%Lkoﬁﬁ@%ﬁﬁﬁ
B2 NRIT I, BFRL IG5 2 LA Re L Ui, 254 2 BERISINICIRNE L7 5
&, %@ YOI R PG L, PRSI BRI AE U C 2 M E TRIBEL L,

A E H

35% HIIEE et
HHER, WARE, LEX

Bh7 B, 14 Hi&, 28 HEROIGHR, JRURTHARRH ., FEFHRIFH

Kﬂ&ﬁﬁ@»%77/%)/@%%%@

Bl 28 HEL ORI IT, BB GGG 7 B NI R R L, 7> 28 H
B ETICHEHBRD R - IR E DEIE & LT,

AR I B EE R AR TRV B~ 7 ) T IRHAERO DTG E . N— AT A & FRYe
DA% PCRIFEIZ L D Ll L, ﬁﬁm%ﬁﬁ%ﬁéﬂﬁbkoﬁﬁzsaﬁ@%ﬁ
I, P A em B | . R E TS & LT - 7255% (PCR cor-
rected) ZHEH LT,

FEAT 51k

Azt

5. 28 H# DB %R (PCR corrected & X Non-PCR corrected) (3 ITT 2% F2
FENT R REER & U CREAT L. 5T AT RESERH 2 %P G Bh ) 72 AT 21T > 7=, Pearson-
Clopper 1% FWT 95%IEFEX I 2 5 H U=, A2MERHMEE B IL, 2K OMERERIZ
SRR A AW TERN L,

i A

K
g
=3

LAV RGBT, BRI OBR G2 1 Bl EZ T =3 _XCoiE & L,
BEHELIT, 72.6% (225/310 #) [5kg LAk 10kg Kiifi 75.3% (116/154 #i) | 10kg
L E 15kg A 71.8% (79/110 #1) . 15kg LAl 25kg LLF 65.2% (30/46 1)) | 12788
Hiv. BIERIX 24.5% (76/310 #)) [5kg LA E 10kg Aiifi 27.3% (42/154 f5]) . 10kg
PLE 15kg Aiii 25.5% (28/110 f1)) 1%guL2%guT1M%(W%ﬁD]:ﬁw
LTz, WINDOEFT 5%LL Ei k—uuﬁ)ghf;ﬁi$%&‘o\ WERIZ TZRDEY Th
-7,

FELIE. 141 (10kg LA E 15kg A, HAEH M) (38O BV, AH L OBEILA
E ST,

DS OEE A EREST 3B [5kg PLE 10kg Kiii 2 ] (L&, ~F7 V7 KON A
VAR 16]) | 10kg UL E 15kg A 161 GERZ, JR8MERAAZ) ] Lmb%
VANEE- 323V TN izlﬁﬂé:@%ﬁj_i FESH, B, 7V T RO A VAR BER
M. TOMOFELIIEE ThoT-, TIRICES>T-AEFLIT 1A (10kg LA E 15kg K
. FRZ) Th Y ARKIE OBEITTEINR -T2, BRiEEE Th -7
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W DEET 5% FIZER D DN HEF SR K OREIVER

FRAL HEES mil1EH
& Ik 5kg UL L | 10kelh | | 15kebl | & Ik 5kg LLE | 10kelh | | 15kebl |
(310 f) 10 ke A | 15 keAi | 25kg A (310 1) 10 ke A | 15 kel | 25kg A
(154 f50) | (110 1) | (46 1) (154 %51) | (110 %1) | (46 1)
4 K| 225(72.6) | 226(75.3) | 79(71.8) | 30(65.2) | 76(24.5) | 42(27.3) | 28(25.5) | 6(13.0)
% mk | 77(24.8) | 44(28.6) | 28(25.5) | 5(10.9) | 3(1.0) | 2(1.3) | 1(0.9) 0
ﬁ: 0 mé 71(22.9) | 41(26.6) | 21(19.1) | 9(19.6) | 15(4.8) | 8(5.2) | 6(5.5) | 1(2.2)
LE 0 ']jé 45(14.5) | 25(16.2) | 12(10.9) | 8(17.4) | 14(4.5) | 10(6.5) 0 4(8.7)
BHAE | 37(11.9) | 17(11.0) | 15(13.6) | 5(10.9) | 2(0.6) | 2(1.3) 0 0
; 0 %g 33(10.6) | 20(13.0) | 10(9.1) | 3(6.5) | 11(3.5) | 5(3.2) | 5(4.5) | 1(2.2)
<707
NOS 30(9.7) | 15(9.7) | 11(10.0) | 4(8.7) 0 0 0 0
HF HE K| 27(8.7) | 10(6.5) | 12(10.9) | 5(10.9) 0 0 0 0
& | 26(8.4) | 11(7.1) | 13(11.8) | 2(4.3) 0 0 0 0
RO
NOS 25(8.1) | 19(12.3) | 6(5.5) 0 0 0 0 0
f 0 2 20(6.5) | 13(8.4) | 7(6.4) 0 9(2.9) | 6(3.9) | 3(2.7) 0
%
N O S 19(6.1) | 13(8.4) | 6(5.5) 0 0 0 0 0
+ &E
B 21 15(4.8) | 6(3.9) | 5(4.5) | 4(8.7) 0 0 0 0
¥ 0 8
I BRER
B 5 13(4.2) | 7(4.5) | 6(5.5) 0 12(3.9) | 6(3.9) | 6(5.5) 0
T R &
I ] 12(8.9) | 9(5.8) | 2(1.8) | 1(2.2) 0 0 0 0
N O S
F B\ | 12(8.9) | 4(2.6) | 7(6.4) | 1(2.2) 0 0 0 0
8 F | 11(3.5) | 5(3.2) | 6(5.5) 0 5(1.6) | 2(1.3) | 3(2.7) 0
EE 0 ng 7(2.3) | 1(0.6) | 2(1.8) | 4(8.7) | 2(0.6) 0 2(1.8) 0
B0 9% | 6(1.9) 0 2(1.8) | 4(8.7) 0 0 0 0

Bi%x (%)

A

&5 28 H#&DIE# = (PCR corrected)
ITT ML, EBRFEOE LG % 1 B EZ T -7 XCToHERE & L,

ITT 4
AR

IRGIER 310 f
15 (PCR corrected) . % (fFil%k) 93.9 (291/310)
956 ZHEIXTE, % [90.6 - 96.3]

RERTGEE (5kg LLE 25kg Alili)
IIT %M 5kg UL |k 10kg Lk 15kg LA E

10kg A 15kg Al 25kg Al

Bl ] i i
155 (PCR corrected) . % 182? : 15??? : %%{?
B (145/154) (108/110) (43/46)
95l HEXTEL, % [89.2 —97.3] [87.3 -97.4] [82.1 — 98.6]
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S ATREEMNIL, N— R T A NIBMERA~ T U T L2 s, ok E 28 BEETO
BB DAHE SN TV D HERE T, BB P ICARR LA OOt~ T U 73 AFH L
TWaWBRE, #5 28 HUAENZ TR A+0) ik vz di L-BE s &

ie,
S AT AEEE

EXES
%k 300 i
7GR (PCR corrected) . % (%) 96.7 (289/299)
9%l SHEIXTHL, % [93.9-98.4]
95% {5 #HX [H)i%. Pearson Clopper 5L V& L7z
IRERIERR (5kg LL_E 25kg A5)
Al AT RE AR 5kg LA b 15kg A 15kg LA b 25kg A
(e 256 15l 41 1
iaiER (PCR corrected) . % {0 96.9 (248/256) 95.1 (39/41)
95%6(SHEIXTE, % [93.9 — 98.6] [83.5—99.4]

95%(EHEIX ML, Pearson Clopper &LV B L7z

) BEHT ST ELEBRFRITS ) TOREAEREEEIIHNT 58
%A&wmﬁwéﬁﬁ@&wﬁ%ﬁ77)7$%%ﬁ%&Lt%l%xﬁﬁ
(A026. A028. A2401. B2303 ) (BT, 30 BlOIEEGE~Z VT &
DIRAGENBO b (ZEE~Z VT 2261, WHEA~Z U 7 66, S~
U7 26 . 2o BT IEFIO 1 FlER< 29 Flick T 585 28 HE DA
ﬁ%&ﬁ?ﬁ@ﬁ@f@oto

4% NI T

i SRR T ) T O | R igzsa&@mgw

. SRR~ T U T N 2/3 1
A026 #8R /NR 1/2 4l

o “HAB~I VT DN 10/12 {51
A208 #5R /NR 1/2 45

. SHB~TUT R 212 15
T EIN 5/6 B
B2303 & | IIE~Z U T 12 1% LA T 2/2 15

B Le~Z V7R ofE (ZHE, WHAXIIINE~Z U 7) IZEbLL
T, 29 BT TARIOWEIR G2 3 HLUNICIEREE <~ T U 7R B8 HEL L
to#ﬁ\v§U7%Em%&@ﬁ Iz 6 il (= ﬂ77)75W&U
WHE<Z U T 1 #) [ZFEREE~T ) TERANEEMRINTZN, 7<%
NSAET/A=2=E 0t ' E-N e i@ﬁ%btouﬁVQJWRﬁﬁéimbfw@w
7= DR & BRRGLOHIPNIARATH 72, ZHE~ T U 7R BTN T
v YA bELUTRFIEYG L TV D RO FIEHREICE D AT 03, AA|
WIARIMERY A 7 Vv D~TF U TR EFBT 25— CTHMRENOe 7/ A hZ
SFLTHEHSEN2NWEEZ DN, ZHEA~ T V) T RFMR SN 5 flide 7/
VA MCEDERERTHST=AREMNR S 5,
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(%) BRATOERRER

EINIZ BT D AFN O FHFRERIZ DWW TIE VR IR IR SRR BEIC X FRE S .
CoRENCI T AEETR « 74 BUE O Bl 72 ZWE RS OREEE | Pk 26
SHMEENDOAERLTHRESNTWD, B, AFHILO T —F %,
GG EOT—XIZEEND,

1) HBHEICHEITHBHR - FEREORETZHABRATOEE, TR 26 £
ENEREE "

AEIL, 2003 4 4 H~2015 4 3 A &£ CITER TR SEMF LI O LA FI#%
BACT VT ATV« A7 72 kU2 20/120mg Bl &8 (AL BLAEE) 245 &
N7 VTBREICET LIV N AT T 4 TR TH D,

IhRIEHT X GL B0 B TH Y . E DK FHniL 38 ik (18~67i%) Th-olz, #4
W~ 7 U 71 43 BT, ZOHRTHARNIL 27 il (B 22 B, &M 5 f#]) T
botlo, SMENIL 16 BT, MERITIEEM 15 i, M 1B ThoTz, BE~
FZUVTDOHIBEE~YT YT (WHO ~Z7 UTIRETNA RT74 2 (8 2 M. 2010
) OZWEEICHER) 1T 10T, 2o THARNE, 96 (B 7 H, Ltk
26)) THY, AENTIBITH-T2, —HE~T U 7L 44 (RAEKYET)
ThH, BAAN3F (&2THM) . KEA 16 (&) Thoto, IE~T Y
T 2 Bl (REEKYETe) T, EHICHAN (B, LM% 1 6) T, IUHZE
<7 U701 PNIAARANBMETH -T2, EkEELZE U CEE~T U 7 &f)
E ST, BIWERMNTIEGNL, ERLOMRMHT S 50 Bl 1 FAmb o 3
51 B TH -7z,

CHZhE)

BRI HOWTIE, AL BCASE (1181 4 88, 6 [mI#E) H3MEH S 7= JEEERET
B~ 7 U 7 EE 33 ] (2f] 18 bl b, BB L =HE~ T U 7 ORA G
1 B, BEEBKE IR~ 2 U 7 OREGKY: 1 flxzEte) 2xtgit Lz, ZD)
HHANZT 18l TH -T2, 5 28 HEZEOIREFITLHIT 91% (30/33 i)
HAANT 83.3% (15/18 fil) THho7z, FRER L 3 6] (WIFhd BAANE
PEBE) DI L, UHEIZ =T TORGENHEE S 1 BT EG L
~Z VT LI~ T U T OIRAGEY T, ALBLGSEIZ L D18 ZICEEE~ Z U
T OFBRNHER SN, FRIZH LT bay - 7T a7 7= 87, #BEEE L
TV =F o RNBNEEINE, Y27 LA R TEELE 1 FIiET hRa
Vo Tua T 2 VERIRES S, BV O 1 X o =7 TR LT
R% DIERIIRHTH - 7=,

BEA RV~ 7 U 7 RBE 10 BT, &5 28 B OIRERIZEHT 80% (8/10
) . BARANTT7.8% (7/90)) ThH-oi-, BEIE~T U TiEN4EA & LCidEi
e GRILEREGREE) RNEn-oT-, EETIE 1 BILMIAARATSHY
HEERRYE T A > R 1 BILISMEIT 7 U B ThoT=, FRER-LEZ 2 6] (W»
THHLEARN) T, 2OHD 1 FlORMERBEGRIT 32% L@, FFEELAT
THEIEENEN -T2, tMOFRECITRMEREY R 2.7% Th > 7203, (KEN
83kg L% oTz,

FAHE~ T ) THREIZOWVWTIE, ZHEA~Z VT O 4 # (REEREETe, H
AN3E) . IFE~T VT o264 (REKESZT, £ CTHAAN) | WHE~Z
V7D 16 (EE~Z7 V7. BAN) Z&THEL, —HEWE~Z ) 7 Tl
BIFEE LTI~ U RN EESNEDN, FRITHRE S TR0,

(24 k)

LARVEIZOWTIE, ALELAHEIC X 2 BIRIE M T OGRS E B R TE
IR S B BIERICLY 6 MIEEE2ZE T Lo EBELE
Te) ZEIERMATRISR E Uiz, BUWERMRNT RIS L 72 o 7o HARNEBF 1T 33 61 (4
il 18 mLl b, BB ~Z U7 27 f5l, —AB~Z U7 3 fl, IE~T7 U T 2
Bl, WEB~Z VT 16l EE~7VTERELET) T, 20 LEWR~T
V7EFE 6B (95 3FNTEIE~T VY T) ICEWERARHE Sz, WiiE, #
YRR 3 Fl, FFEE 2 6, m/asd, B - RS 1 BICTh o7,
PEERVERMEE M (AL BCASERG-BIAH 7 B 218 & CTFRARAHAE L TV D 2 5
FAZEBWT Hb fHD 10%BOIE T, RO LDH @ 10%8 0 E5-&E5%) #%3
L7z 3HliE. WFhbEIE~T U THRETH-T-, FEED 2 flik, Wb
ASTZ5~6 H BHIZH KM (1221U/L, 1311U0/L) 70, 8 HHIZIXEL (88
IU/L. 40IU/L) L7=%%, ALT X8 H H F CHIMMEANICH ~ 7=, /Mg 75
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(6) AEEIER

1) ERAREHRAE (—#
ERARERAE. BE
ERAKREAE. E/A
RiEtL & E) . ®
ERTEERT —FN—
AAE. RERTR
ERRHEBRDOAE

2) AREHELTERE
FEOABXIEEM
LI=EAE - BB
=3

(1) 0t

Bl O/ EE 2 B BIZEA (2.9 HE/uL) L, WolzA 17 H BIZHEMN
(26.5 JfE/n L) L7t 22 HEIZHED (3.5 FE/ul) L7z, ZDkiE
MALECHEE L (26 HE T 20 I/ p L) o B - MR 1 B EIZEBLIL,
Ahr7uarT7I RoFGICLdFELE,

2B, ALBLASE L thodi~T U 73R & OG- LV BIVERT 26106
PRz BARNEE 2 B (=7 U 7R BFEIIRE) CEIEMERIMER 2S5 B
L7z, 2Bl b EIE~T Y T THo7z, 16 (27 5%, &Mk, KE 56kg, FRIMER
JRYLR 4.5%) TF=—FROKL ORIV A7V v E2FNEh 1 E&EE L=
#IZ AL BEAEENH G- SN, 9 HE2 D 12 H BICH T TEFREMEER f 2 i oo H
b bitz, B 1 6] (29 %, ZtE, KE 54kg, ARMEREGLR 12%) L7
— T AR — MR NF = — R EFIEE ZNE 1 RIRE LRI AL BLA6E
NEEEN, 7THANS 12 B BICHT CERME R M A b,

2) AR/ Y

2005 410 H 1 H~2013 4 3 H 31 BiC, ESEEEEREMEE 2 —4%2%2 L
~ T VT LW S, TIAT ATV LA 77 k2 20/120mg Fd &g (AL
BoEsE) AMEH Sz BARNGER 19 6] CGFEEnrP el 29 5k, #iPH 18~53 k.
BB U7 18], ZHE~Z U T 1)) 12T 28ETH D, 3HINTEL
WIR (REH A 2700 16, A7axr 16, ZJuoaox/7ulZ77=1 1
Bl) ZLTWER, WTFRHMAETICHNRZ TR LTz, BARFEAERIT O
(PCR IETOHGME) ~27.7% (FRAE 0.72%) . FFERBEEIEL 0~1,263,100/
w L (FF9fE 83,500/ u L) (2534 L7,

CH )

AL Bl B 8812 & 2 BTG T o8 2~ 2 U 7 B3 IE 19 B 10 51T,
AAKE G- 28 H % OIRREHIL 80% (8/10 ) Th-o7-, #5 28 HLNIZEHAL
72 2 Blix, WIS ERERIC AL BLASEIC X DB M Thi, &I
AHINRE Lo, BRG] (26)) 13FEFARET (8F1) &bk LT, JR A AN
< (B 4.05% vs FEFHABI 0.24%., p=0.044) . JFHREKRFINED -7
(P81 55.5 REfH vs FEFREAGI 31.5 IFfE]. p=0.044) .

19 Bl H B 8 Flici VT, AL BEASER GRNCobi~Z U 7EPEH ST
Wiz, 5HICT —7 A x— MAE3E (Plasmotrim Rectocaps ; Mepha ) | 2 4l
(27 —7 A — MEERE) (PEREAREEA) | 1 Flic v a U = — Rk
(Quinimax ; Sanofi-Aventis 1) . 1 #llIcA7ua¥x 8 (A7 7% [e#3
Y EE275 ; AJHREE) NEH SN TEY ., 1HIFB T sSnizT —T A%
— MEZWNIRL Tz, 72, 2095 2 filld AL BEASEICIMZ T RE ¥4
IV (BT T=wAys A=) BTz, —HBA~Z IV TD1
FITIX AL Bl B SEDH GHIC T ) ~ F 2 X DRIGRIENTHONT,

(22 4=tk)

ZAEVEIZHOWTIE, 19 B 4 B (21.1%) ([CEWERNEI Lz, NaRIZIFERE
P K ONRRAS 2 B, BOKE IR R OV EERES 1 6 (BEEET) Tho
Too BAKBERBL LT 1 PIITEIE~T YV THBET, 7—T A3 — MEIER QRS
NV = — R ERHEEZ NN 1 BB LRI AL BRASER 5 34,
R I KB B LT,

il kA (SEHE )
T SERE T T OARAFN DL AR A IEIC BT D 15 oz IR LI 5,

BARSAYA

LR L
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VI-1. EEZHICEESHD
LEHRIFLEYEE

VI-2. RIB{ER

(1) ERAEGL - 1ERKF

VI. EhEE (T SI1EE

T VT AT )V ¢ artemisinin, artemisinin 7&K (artesunate. arteether)
NWATy7 o N Aoy, /Jradx

1) EREBAL

~Z UV TRBIE, ARAOANZ TN THMEAFIC L VL%, ARy
A & (sporoziite) & FRIZNDMEF/IMKETER L, /N~ & T J1 O RIREREZ MERK
BTk MANICA D, B MENTIZ, AR v VA NI B E
AL, B 1~3 BRIZENTTAr Y A b (merozoite, 77&/IME) 1T/ -
W L7, AvYy —A& LTFMRICER S, A ey — LMkgds, i+
Wt Sz A a Y A MIRMERIZIRAT D, RMERNO 2 a2y 4 M, BRIk
& (ring form) . F2 744 bk (trophozoite. KEMR) ZHE T, ¥V b
(schizont, WEUK) ~ELIWEEAEZ RN O LT/ A0 Y A a3
5, B ENTZA e Y A RIZHRRNERIBAL, 2OV A 7 V&80 K
T, —EDA BV A ME, EHEHR L 720 | JIERFIZ AN X T BT D,

SHESZ YV TIRREIEY 7 U 7 RO —HIEIFEICIRIRE (87 YA
I, hypnozoite) & LTV, HROFINL 2D 910

FRIMERN O~ Z U 7R, HAERBEICOENTEEL, RiLERFoO~T 71
EUAERYIARBIITHILT 5, ZORE, ~E O CHIEME &
LTCAIRERINDEND, ~AE~T7 UV THRBIZESTHEERHDT2D, ~A
ZEALFHEORWAETY A & LTEMNICERT S 1V,

ERBEFIZ, IO ERo TRV, TILTATILENLAT 72 N U,

RMERIEALTZZ bR 73V BV bO~Z U TRBIZH L TH~
V7 RBIEEEE T EE LTINS,

2) ERHF
TNNTATIVKROINAT 7 MY OTEMRVERETEIZH S N STV
B, BEAEEFTIZEON TV A EHEAERAOMRIZTRO®EY Th b,

TIVT AT I

F OIEHAHY TH 5 dihydroartemisinin (DHA) & & HIZLLUF O/EHA R

INTWA,

1) 7 U7 HEBMEER TAERINDEINLEDKIETE LTV —F VL
2k B~ TV T RAOEE 1214

2) ~F U T FEAO/NER I L 7 AR T PEATPE DFAZE 15

3) I b=y N U THEENM O MREEIC K D semsilfER 1610

NAT7 o R v
BRI TONDNENES A V~OBESBEALETDLZ LT, ~F7 U T HEAI
Lo THERNLEZEB LII~T7 Y TIEEEZRET I LN RBEALTWS

18)
°
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(2) EMERMITDHHER
RRHE

1) BER<T S FRRBIZNT S in vitrofne 5 ) 7IRBREM
DOFILTFATIV (In vitro) %

NRIT ma—F=TRORT 7)) ID~T7 ) TEREREOBRSE#~Z Y 7 EH
(P falciparum) FRIZHE L. 7T ATV RO OFEENAHY CTH 5 DHA 135t
~Z7 V7 HEBEEZ R L. ICHIXFNENHK 6~10 LT 4~5nM) .

P, falciparum (X9 591~ 7 U 7R BiENE TINT AT IV DHA
NRTT = a—F =T BHEIBERE <1 (n) (48) (50)
ICs0 (nM) 5.7 5.2
77U IR B *2 (n) (28) (28)
ICs0 (nM) 10.3 3.62
(F1E)

k1 2011~2013 /T T =a—XF =T TR~ 7 ) 7 BRE (ARG L) LY
P falciparum WNFA LT RIMERZ0BEL . JRREFAE 0.5~1%, ~~ F7 U v b
1% & 702 X5 L RMEREAE~A 707 L— MR L, Fix O
JEDRERIE A RN L C 48 W§REG#E L ICso fHAZ B L7z,

%2 YNTLUUBOT 7V Anb AT XIRERICTZ VT E2MESN-BELY P fal
ciparum \ZFHAE LT RIMER & 5B L . 0 BEEZ SRR 256 13 & 45 0.05
~0.2%, ~~ 27 U v Ml 1.5%, FRIMERZRGFERICRBRT 28HAICEENER 1~
1.2% KN 0.5% & 725 & )i L RMERIRGEME~A 7 a7 L— MR L
7o TR& DPEFEOMBRIE A VRN L T 37°CC 72 Rl L ICso &R H L 7=,

@QILAT7 MY (Invitro) ®

WA T 7 b ROEDIEERBIY TH 5 desbutyl- /v A 7 7 o MU ik, FE
BRE#EICETHD 7 anx Uittt P falciparum F-32 # (¥ W=7 55k
¥R . Zwaua X ittt FCR-3 #k (F v B 7 45HERR) KOV 1 m % RSz M
K-1 8% (A Bk 1okt Lit~2 U 7ERIEEZ 7R L7z (ECs EIZZNZE N
#1.2~1.8 X*0.7~1.3nM) ., 723, HEBREMHFEOHFIEIZOICHET -,

LAT ok desbutyl-
P, falciparum \Zx$ 280~ 7 U 7 R BEPE i VAT 7
NV
7 an X UttE F-32 8
(oA =7 SR ECs0 (nM) 1.765 1.037
7 au ¥ Uittt FCR-3 ¥
(2 ET SRR ECso (nM) 1.235 0.7064
7 an X AR K-1 B
(5 A 5yBERE) ECso (nM) 1.675 1.261
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@FILTATILRUILATF Y MY HE (In vitro) ¥

TINTATNVRONAT 7o b d, ERE#ESKE TCHL7eaxr - B
AL I VMiE P falciparum T-996 #% (% A Z7BERR) . KOV oo Ui - v
U A K I AR LS-21 8 (4 > ROBERR) OV Ukt LT HIAFFHO H
BEOMAE DO THABMEER 90%A LA R LT, TIAT ATV« LA T 7 b
yoolidalk 100:1, 30:1, 10:1, 3:1, 1:1, 1:3, 1:10, 1:30.
1:100m5%H, 10:1~1: 30 DM THIMERZ R LT,

_ R EFARER (%)
7”%?&;’” A7 7> FU> (M)
0.01 0.03 0.1 0.3 1 10 30 100
T-996 kk
0.01 11.5 140 225 30.0 39.5 39.0 495 93.0
0.03 20.0  26.0 36.5 38.0 475 50.0 645 97.5
0.1 445 455 37.5 50.0 65.5 64.0 74.5  100.0
0.3 51.5 55.0 52.0 63.5 77.5 82.0 85.5 100.0
1 62.5  64.0 70.5 79.5 83.5 84.0  90.0 100.0
3 755  67.0 79.5 85.0 94.0 92.0 94.0 100.0
10 95,5 975 985 975 1000 94.5 100.0 100.0
30 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
100 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
LS-21 £k
0.01 9.5 13.5 155 295 36.0 37.5 63.0 96.0
0.03 25.0 27.0 32.5 39.0 43.0 490 79.0  97.0
0.1 37.0 40.0 495  44.0 54.5 51.5 86.5  100.0
0.3 41.5 55.5 57.0 57.0 70.5 63.0 84.0 100.0
1 65.5 735  67.5 71.5 81.5 79.0 950 100.0
3 86.0  89.0 87.0 935 90.5 88.5 97.5  100.0
10 95,5 100.0 980 955 100.0 98.0 100.0 100.0
30 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
100 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
(Fik)

T-996 ¥k &N LS-21 #RIZkT 291~ T7 U 7RG 2 RETT 2720, FREFE
F 0.4~05%. ~~ ;7 U v MER 5% & 75 X O L RIMERIE A B %
~ A7 a7 — MR L%, KIRED 0.01~100nM OFPHN &5 L5
MHOEDLETET AT AT LR ONAT7 7 N UERINL, KFREEE T,
37.5C T 48 FEfEEsE L=, FLAWIEIC L VR EAERNS ECEA B L
776

F7o. WBREEINBEO R R AL ERIL, TME T CRIEARICBITS P fal
ciparum FAER OFEFARMERZ G L., HHFERMBEO R ha54ELR% C, #
BRERINBE DR R FAERE Z L L TRORICE VR L,

R FALER=100X(1—Z/C)

2) FERFHIS)TRAICHT DM S ) FRAFME (/n vitro) 2P

E N=HE~TZ U TRE Pvivax OFBRERK OEIRSEERIC L, 74T 2
TNKONVAT 7o M) 3Pt~ T U 7 RRERZR L, BUnEi~ 7 U 7R H
Pfalciparum &R BERIZKT T 281~ 7 U T IRBTEME L K& 2 2R3 O b1
o,

Pvivax x4 2K HER O~ 7 U 7R RGN

Bl () A A I1Cs0 (nmol/L)
EERERE (—) 3 TIVT ATV 1.7
%A (2001 4E) 21 12
24 (2001 %) 53 WA Ty b 17.6
A4 RxT7 (2004 4F) 54 19.3
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3) invivolr<w S ) TIRBENEY

DY X TOHRE

o~ 7 U 7R Pbergher K173 N Bk Z YL S W72 /R LBk 1 X107 {#/0.2
mL ZEPENEGT L5 EICRVER L~ T U TR~ T 2 &2 v YR
MERFBEGBEOT AT AT N, VAT 7 MY RONTIVT AT IV« L AT 7
AU UOREHAEAZ 1A 1E 4 AFEAERE L, i~ 7 U 7 R BENEZ T
L7,

ZOME, 4 HRICBT AR BRFAMERIL, 7T 27V 4mglkg/ H T
82.1%., WA T 7k ) > 2mgl/kg/H T 91.7%., TNVT ATV« VAT 7k
U OEHOMEDHAEDET 95%U L ThH -7z,

QY IILTh#E

Y~ TIEE Pknowlesi 7 112 &M Nuri BE 2 88 S8 7- R mER
5x108 {H %, 7 H 7P IICHIRNES L T~T U 7RG LA ERLL . #56
ERF DB AN 90% K F L OELHK (100%IKT) 725 F TICET HFF
MTH~Z7 U 7HRBEEEZFMI L7z, TORE. TAT ATV« VAT 7 b
U % 48 Wil F TIZ 4 A% 5 L7=8E Tl 48.0~56.0 FEf I~ 2 U 7 A
NEEMR L, BFRLBD LN T2,

#5-f (mg/kg) BEE | 90%ET | 100%{E T e | e
B | TAFA | ATry fi I [ W] (i é5' )
V% v (RERED) fE)
TIVT .
. 2 - . 20.9+10.1 R 0 -
NAT 7Y - 12 2 f 4’8 52.4+182 | 96.0+12.0 2 1
W% - 16 ’ 23.6+7.4 84.0+12.0 1 2
S 2 8 — 19.0+1.1 48.0+0.0 3 0
FIL e L 2 8 » o 20.0£2.9 | 71.0+12.0 2 1
. 48, 72
AT 0, 12
] :/ bl bl
kY 2 12 24, 48 20.0£1.9 | 56.0+13.9 3 0
52E3)

BB FUR RN 3~5%ITHE LM S TR OB 52 BB L (0 ) . 2o
12~48 HEFIL (85 24~72 REBIBICIR D &5 Uiz, #5RGBHITMIKERREE 29
E)% 3EIEOREMEHEE 25 Tk 12 R, £0%iT 15 H H £ T 24 BefiifE, 15 H
HLUM: 105 H H F CIE 48 BRI EM L=, K n=3

4) EEHFImHE 2

Din vitros &

2 A THBfS -7 vva X UhtE Pflciparum K1 %, 7TAT ATV, LA
T7 U NIRRT IVT AT« VAT 7 U U EZNEND ICs MBI
TOREZEAT LM TR L, FURTFAERN 1% 72585 2~3 AMRIC
THBR IS A EE L CATIR T 5 2 & CTHAIMMEDOF R BPRET S NTon, 7T A
TN, AT 7 R RORTIT AT - b AT 72 MY %3 5
Pfalciparum K1 BE QRS HEIFE T Lo 72,

®@in vivoiER

i) 29BREICKDMMEFEE (YO XTOKE)

TILNTFATFN, VAT 7 MY ROT AT ATV« AT 7 R ATk
5~7 U TR OMMERBLOAIREMEE | FAE 2%BI R 2 FEE & L7k
% QU%ERE) XV L, BBREAEG LM~ D 212 Pbergher
NS # % e S 7R MER 2 BEFE U, R FAEDS 2% 107 U 72 e L Ok R
AR T &R REARN 2%IET D F TORR (LA 2%RIER ) 23
INb, HBRHEA 1B 118 4 HREEREG L, A BR Y IR LT & & OFEm
HIZhF D EDso flE 2 B H U, MEAER DS M2 B0 & bk U 7=,

FORER. TAT ATIUTIE 29 MM H £ TIZ 2%RIEERFH AN EHE S 723,
EDso flITHIRE & Ko< . MEITMER SN2, —FH, VAT 7o R v
WZDOWTIE, 7 M E £ TIZ 2% IR 23 IR S 4L, EDso fHOD i ¢
HERE & EERE (7 HAWIE 18 MK EH) DI ENZE N 1/4 KT 1/90
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(3) FRARBGRE-E&K
R

WK T Lz, B, TATATIL X772 MY v (HEHkIT 1:6) IToWn
Tix, EDsofEIZMEM CHFEE 18 MK E) TREZRZEF 2L, MHEETFRD 5
iR ho T,

i) RETEEKROBRICKIMHEREE (YDA TOKE)

P berghei K173 N ¥i% s S E72 R MER &2 HEME KM ~ 7 A CHEFE L, &b
HMEERDE DS T2~ T ADORMERZ R D~ 7 A~DONE Y KT Z & Ciit
MaFE L, BRI 3, 4 MOV HZIC T H 1R G L, Y7 H
BAITHRIMERZ R D~ 7 A~HER LTz, 5 fCEIC 4 Bk 5B a 110,
EDoo fEZ B H L72F 8. 20 #REDOT AT ATV, VAT 7 M) U ROYT
IWT ATV e VA7 7 v (2:0.75) @ EDoo fEIX. AIEIRECEE L EZ
ALFEI 6 298, 200 (FLL ER DN 2.9 (2 FH- LIz, TAT ATV« L AT 7
MU U EFENFNOERIERS & EEAE DI IR I 2 e MEWV 2 & DRI X
iz,

UERR L
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VI-1. mAREO#R

(1) RELAHYG
mepRE

(2) BRRFAERTHERE S

=M HRE

VI. EMEIEICEET HHEE

R L

1) BERAERIKRE

DA1101 KR " (AAANDT—4H)

H A M@ EE R A B 12 BilicBW T, 10 BRRIDL i s o], &lEli& (FDA
HEEDO BRI HE U 72 A =2 — 940kcal. NEE 53%) fEH#E 5 5y LARICA
4 bEg (TNTATIV VAT 7 Y2 80/480mg) ZH[ERR DG LT &
& TIT AT MTESCICRI E /=%, dihydroartemisinin (DHA) (24X
INtz, —FH, VAT 7 b AT 1 B (PRfE) OWRIND T 7 X A L3R
O bz,

BAANBERABHIZARFI 48 (FILTFATIL-IILAT72 R 80/480mg)
FERICERZEOBRSLEEEDTILTATIL.DHA BRUILA D7 M) oD
EYEIRE/NS A —4

TINT AT IV DHA NAT 7 b~
Cmax 90.7+52.3 83.1+24.4 9.84+2.27
ng/mL ng/mL ng/mL
AUChast 255+152 263+£65.7 220+63.3
ng -h/mL ng h/mL pg h/mL
AUCint 280+156 283+64.7 231+69.6
ng -h/mL ng h/mL pg h/mL
Tmax 1.50 h 2.00 h 6.00 h
(0.75~4.00) (1.50—4.00) (5.00—12.0)
T2 2.09+1.39 h 1.62+0.382 h 87.4+22.0 h

n =12, P ERERERE, *rp o fE (FEH)

BAANBEBRABMICKFI 45 (FILTATIL-ILAT72 )2 80/480mg)
FREFICHEEZOHRSE LE-BEOmMEDTILT A TIL, EERSEY DHA R UL A
7272 M) VOFHmMERREEHTE

100 O—FPIF XTI
2 80 - ®— DHA
S
£
g 60 7
o
§40-“
=
20 -
0o —8 *— . —e
0 2 4 6 8 10 12 14 16 18 20 22 24

w5 %EE (h)

. 80/480mg (20/120mg $E% 4 §8) #HRF, 7T ATV
: 80/480mg (20/120mg #E% 4 §t) # 5K, DHA

o

39



O—WATPr M)

ML x 77> MY 2 BE (ug/nl)

T T O ()
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 216 228 240 252 264
B 5%eFRE (hr)

(@]

. 80/480mg (20/120mg §E% 4 §8) &G, VA7 7 MY ¥

2B2104 HE& Y (MMEADT—4)

HMENBEEERR A 51 48 BlIZ I T, ARAI, MfRI& 488 (7T AT - L
A7 7> hU L 80/480mg) % . millEliR (FDA FE#E) f8EU% 5 4y LANIZHA]
BOfRE Ui & 03y EiRe T A — X % FiellrRd,

NEANEERABHEICEAF, MBREFK 4&E (FILTATIL - IWLAT7U R
> 80/480mg) FBHICEEBO/ZRSLE-EEDTILTATIL, DHA BRUIILA D
FUR)UDEYPERENS A —4

| a7 4570 | DHA | VAT 7o )
A
Crmax 83.8+59.7 90.4+48.9 9.8+4.2
ng/mL ng/mL ng/mL
AUCo-4 259+150 285+98 243+117
ng h/mL ng h/mL pg h/mL
AUCinf 330+158 326+103 281+133
ng -h/mL ng h/mL pg h/mL
Tmax” 2.00 h 2.00 h 8.00 h
(0.75-6.00) (0.75-6.00) (5.00-12.00)
T1/2 2.25+1.90 h 2.25+1.46 h 119+51h
Byl
Crmax 48.0+£22.2 50.0+18.9 10.8+2.8
ng/mL ng/mL pg/mL
AUCo-4 195493 199+84 291+106
ng -h/mL ng h/mL pg -h/mL
AUCint 261+116 261+84 316+119
ng -h/mL ng h/mL pg -h/mL
Trmax” 2.00 h 2.50 h 8.00 h
(0.50-6.00) (1.00-8.00) (6.00-12.02)
T2 2.71+2.16 h 2.19+£1.10 h 115+32 h

n=48, VPHEIRHERA,  * o RRE (GHPH)

2) BERARERSE (A2101 HE&?2 | AEBADT—4)

AMEAERERR A 42 BIZEBWT, AF| 4 88 (TAT ATV« VAT 7 R v
80/480mg) % . FIEl (Dayl OIEEFEEIVER) | G 8 Kz, £ o0
#%iX 1 H 2108 12 B (F, &) 122 B, §telm&ELI-E&, 7T X
%/Vbiﬁ?{:ﬁﬁﬁ{&ﬁ‘l\$®;%%§hﬁ§70m 7 7/],/1/%/71“ L/\ Cmax &U AUClast OD%D@TQ
5 (Dayl) &xt4 % 6 [HIHEG#% (Day3) Ok (Dayd/Dayl) 1%, 7 /L7 X
T TENLTI 0.40 XX 0.19, DHA TENEI 1.97 K 1.20 ThoTz, 7
LT ATV O MFE R R IR RIS L, DHA (38358260
oo WAZ 72 B VOBERNEINENZ ED BESIIRET 2@
B b,
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NEIANBEEANICEKEF 485 (ZPILTATIL-ILATF7 M) 80/480mg) Z&t

6EBEELI-EZDTILTATIL. DHARWILA T 72 ) D OEMERE/ NS A

—45
TIVT AT )V DHA AT 7
Dayl Day3 Day1 Day3 [N
Crmax 75.7+43.8 29.7+31 91.8+43.6 159+79.3 16.1+£6.78
ng/mL ng/mL ng/mL ng/mL pg/mL
AUCust | 215+96.6 45.1+46.2 259+79.1 292+102 1270+547
ng h/mL ng h/mL ng h/mL ng h/mL pg h/mL
Tmax" 2.50 h 0.75h® 3.00 h 0.98h 59.97 h
(0.50-6.00) | (0.50-3.98) (0.75-6.00) (0.73-4.05) (12.0-68.0)
Tz 1.5+0.4h"? | 1.440.6 h9 | 1.520.3h? | 1.9+0.6h*® | 143.3+30.5h
n=42, CPHIERE(RZE, * o du il (REE)
a)n=40. b)n=33. ¢ n=6. d)n=35. e n=39

NBWMULDTS Y 7EE (A28 RHEY . HAEADT—4)

13 WLl Lo R 35kg LA EOABHED 2 ARV~ 7 U 7T HBRE (BRAK
Yetnde) 164 BT, KA 4 58 (TAT ATV - VAT 72 kU 80/480mg)
Z. #El, wlElEs 8 REftk., Fo%id 1 H 2 8] 12 KifE4E (B, %) I 2 H
M. &6 m#EE Lz, ABigireg (25 6)) OEWERE T X —F 2 RITRT,
TIVT AT VO MSE R R I 0] a1 1% K OV i& % G52 s Bz L, B
5.9 W% (P RE) ISR EIBEICE LTz, £, TT AT VOREEITE
Beh B A L &I L, DHA ORRFE BT R&&R S5 THnLZ,
—JF. AT 7 B ARG S TR G CIREBE NI L . 2R
HOREE0BRENE 2 bz,

£ 6 ER5 Li-& DT LT 4 7R U DHA DEMBIES A —4

TIVT AT )V DHA
wElE % | R&E5% e P G% | & 5% Fe#
Crmax 186+125 66.2+54.3 0.42 10158 205+102 -
ng/mL ng/mL ) ng/mL ng/mL )
AUCo 5354272 22141099 | 320+159 604£259 | 5
&h ng h/mL ng h/mL ’ ng h/mL ng h/mL ’
Tmax 2.0h 2.0h NA 3.0h 2.0h NA
T2 1.6+0.3Ph | 2.241.0°h MA 1.5+0.59h | 1.6+40.4Ph | NA

n=25, VHHAEHEFZE, «HRE, #REEEGHRMEIR 5%, NA: 34720
an=22. bhn=12, )n=9. dn=8

4)Non-immune ¥ 5 ') 7E&E (A2401 SRERPK - JHER Y, AEADT—4)

18 LA EOABDHED 72 WA EV~ Z U 7 (RE R Z & ) BB T, ZUHEA
<~ 7 U T A0 &2 R 720 non-immune B (A% 5 AR Tl ZE 5 4
M~ 7 U 7 iATHUSI BT, ik 5 ERICEMEREE~ T ) 7 22l S
N2 070 15 Bl a8, RFI48E (TAT ATV - VAT 7 R v~
80/480mg) % Wllnl, FIEIEE G- 8, 24, 36, 48 &k V* 60 K DFt 6 [8], wHEZR
RO AN OEOESLIIHEE L hickRE L&D, VAT 7 Y UK
OCZORFYOEYBREZFEM LR, VA7 72 MY OIEERHY
desbutyl-/V A 7 7 > MU UNERI NN, £D AUC 1INV AT 7 MU D
1% A1 T - 7=,
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(3) hEs

4) B - HRED

FWIRE SRR
INT A —AH

(1) A&

(2) WRUSEFETE B

() HREEEH

4) 27532 R

(5) HMBIE

22988

Toa

S E A non-immune ¥ 5 ) P EBEIZKFI48E (FILTATIL-LATF7U R
80/480mg) #&t 6 EIIRE LIzLZEDILAT72 M) URY desbutyl-JLA T 7
VEIUDOEMEENT A4

VAT 7 M)~ desbutyl-/V A 77> KU
Crmax 5.72+2.91 (50.8) pg/mL 0.0193+0.0079 (40.7) pg/mL
AUCo- 272+159 (58.4) pgh/mL 0.905+0.738 (81.5) pg-h/mL
AUCins 335+196 @ (58.5) pg-h/mL NA
Trnax ™ 62.42 (12.08-93.50) h 62.67 (50.00-93.50) h
T2 26.9+7.19 (31.8) h 75.6£55.1 (72.8) h

n=15, FHHEHERE (CV%) NA : %472 L,

an=8, bbn=4

ORHRAE (FEBR) |

LR L

DEEOFE (A28 | S EADT—4)

SME MR T 16 Bl 2 %51, AREN48E (TAT AT~ VAT 7 MY
> 80/480mg) A ZEfERE (—HReR) £/2ITR% (EEHAERE) ICHER
A5 Lz, @R EIR G R ORE R ITEERE G L LT, 7T
AF VK ORDHA DR 2%, WA T 7 R U 165 THh -7,

NEABERABHEICEAFIAEGE (FILTATIL-ILAT72 ) 80/480mg)
FEEREFEIBRICEABE LEEZDTILTATIL. DHA RUILA D7 Y
) UDEDEIREB/INT A —42

7S G IR - EIEM RIS

TIVT AT )L Cmax (ng/mL) 52.3+44.8 103.7+53.4
AUCo+¢ (ng/mL) 142.6+110.4 338.4+175.1
Tmax" 1.25h (0.5-4) 2h (1-6)

DHA Cmax (ng/mL) 33.34£21.2 49.7+23.3
AUCo+ (ng/mL) 90.5+49.8 168.8+57.1
Trmax' 1.5h (0.5-4) 2h (1-4)

NAT 72 YUY | Cmax (ng/mL) 383.0+152.7 5099.4+1901.7
AUCo+¢ (ng/mL) 6806.3+3296.4 107845.3+46980.5
Trax ™" 6h (6-8) 6h (6-8)

) AR AE (R

) HREDZE

*rpoLfE (EPH)

VI-7. fBAEA/EH] OHEZSH

HEH R  EYERE AT A—F % ) oar S — A MEFICZ DB L

77
B R L
BB R L

A1101 5E& V
ERNUN 3= 35PN

R L

B 12 Bz xR,

42

TIVT ATV« L AT 7 MY v
(20mg/120mg) 4 $E# FAEIEBIRZICHER NG LIz 20 RNToey
707 7 A (CLF) X7 Vv7 A7 v CESMEEEERA) 3701901/,
DHA297+67.6L/h, /WA 77 kU 225+0.683L/h Thoiz,



(6) it

VI-3. B%MH (REaL—
ay) @

(1) A&
(2) NS A—2ZEBHERA

VI-4. IRUR

VI-5. %%

(1) ik — BP9 E s 4

MU ER e L

AR L
AR L

1) RARERLL
LR L

2) BN
AR L

3) BIFER
AR L

<BESEMT—F (T v )

JREIC =2 b= a VRE LTCHEYET v MCT AT ATV - v XA T 7 b
v 20mg/kg AN Lo & &, &5 72 Kifij#% £ TR GED 58.5% 7 H
ol I, 20L& X0 FERMRHYIT 9a-hydroxy-artemether-9-0-
glucuronided (#5-EDHK) 26%) Th -7,

8 RAFFRASEYT 4
B EER L

<BE>HMT—X (Tv b, AX) 29

TIVT AT )L

HEMEZ > MZT VT A7V 10mglkg % N5 LT & & Ot A 47~ A
ZEUT 41319.7% Th -T2,

WAT 7 M) &~
HEVEA XIZTNT ATV« A7 7 U Y 20mglkg ZfkAHE LTz x DL
AT 7 N ORI NA AT XA ZE YT 41L 8~24% Th -7,

UERR L

<BE>SEMT—X ([ X)

TINT AT )V

HEVEA XIZT VT ATV 20melkg/ A % 4 BIEKEFHANEZE G Lz &, 7T
AT IMEMBE R 23 5 2 & DR SN, WERIERT T VT A T IViR
FEVZMIER T VT AT VIR EE DR 10% A3 T - 72,
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(2) Mm% —RaAERAFY &8
3

Q) HA~0BTH

(4) BEBE~DBAT

MU ER e L

<BESEMT—H (Tv b, 7YX

1) 7v bk

TIVT AT )V

iR 13 HED T v MIHAHMER LEZT VT AT AT 7 Y v
30mg/kg ( [BH] -7 7 A7/ & LT 4.29mglkg) ZHREREOEE L-E X,
RO G%, M, SFRLOWR RIS HEREDSGRD B, FARIE NG IR TIE
Be51% 1 R R IOl IR ICE LTz, ZOMOMERIC S W TH TR TEE#£0.5
~8 BN EIREE TR Uiz, FHARIME TP BER P & x| B P B RE I
EIVMEZ R L7223, FR R ORI S REIR E IR VWMECTH o 72, Bk
TS BE O RHAIM T S REIC 695 EiX 0.84~0.74 TH Y . RIZIET VT AT
NUTZE ORBFITRBE SN TND Z ENTRBENT,

NATZ7v ") v

R 18 HE DT > MIBHMEER LT VT ATV - VAT 57 Y v
30mg/kg ( [4C] -V A7 7> U & LT 25.7Tmglkg) % H[AREO&KE L=
Ex, ROBER%, BB, FEKREKOMREFICHRSEENRD Hiv, FEAKIT I
IR CII#e 5 24 BEEIIR (SR I BE 105 U7z, MR VR AR b e BE oD R ik 0 et
BRI 2 E1E 0.004~0.262 L /NS Vs, IBRIFAV AT 7 R v HDHW0IEE
ORBFMITHBRBE SN TNWD Z ENTRBENT,

2) UHX

HIR 17T HEDO Y XICT AT ATV« VA7 7 Y2 175mglkg ( [14C] -
TNT AT NE LT 26mglkg, [1C] -V A7 7> hU & LT 150mg/kg)
ZEEREORE Lz & &, &5 24 K% TR, FAREUBRAFIZT VT AT
WETIINV AT 72 B COBBRENTRO LTz, I VR SO BE O REA ML
KPS RE ISR A, 7T AT T 0.50~0.99, L AT 7 kYT
0.02~0.03 TH o7z,

MU ERE L

<HBE>STWT—H (T b, UPX)

YR » R OMERY B2 [BH] -E W [14C] -7 7 AT VX% [14C] -v
A7 7 M) UEREOKREG L&, 5 24 FER% OFNRF O HEHEED E & 7]
BETholmZ b, TATATIL, AATZ 72 MY U EOERS ORFHWIT
AHFICBITTHZ ENRNEZ BT,

[VII-5. (1) Mi&-KMBAFT @it oIEZ R
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(5) ZDDBEHBE~DH
7%

MEREITER (In vitro DT — %) 29
b MZBITDT7TNT ATV OMERBITRIZ, 11% TH o7, 4.6%IFIER A

TIVT AT L ThHoT, B MIBITFTALAT 72 M OMERBITRIZH 8%

ThHoT,

<BE>EMT X
1) ZILTATIL

T Ve ) Ty MCT AT ATV« VAT 7 b v 20mglkg ([3H]-7 V7
ATV E LT 2.86mglkg) & H[EF - IXEROES Lz & & Ol « kN
HOHRERE & TRITR T,

WU EERE (nmol/g)

B[Rl 5-1% HA[E] ¢ 5-1% HEE5% | 10 AREE

30 4y 24 IFfH] 168 R 5.4 24 R

n=3 n=3 n=3 n=3
JiiiR7:4 3.10 0.67 0.32 3.03
i3 4.00 0.49 0.07 1.56
ARIMER 2.49 0.91 0.47 -
IR IR 3.38 0.95 0.72 2.92
FROR R 3.97 1.14 0.60 4.74
8 16.95 1.14 0.25 3.68
SISy ] 4.56 1.42 0.48 5.19
J¥a i 2.43 0.73 0.48 2.41
il 2.87 0.64 0.35 2.34
Dok 4.17 1.26 1.02 4.05
KENAR 3.54 0.90 0.37 2.25
J gk 18.65 3.18 1.67 12.39
HEENi 3.73 0.89 0.62 2.93
I ik 3.31 1.64 1.39 6.65
Il 6.84 2.00 1.59 7.89
SRENiE ] 2.79 0.24 0.09 0.69
BN > <Hi 3.00 0.59 0.35 2.52
FHHR 1.51 0.39 0.18 1.25
[FIRA 2.53 0.46 0.22 -
[i5i0 5.19 0.62 0.18 2.21
B i 10.38 4.47 3.14 15.21
A 1.91 0.29 0.19 1.23
A RAR 2.01 0.40 0.19 1.57
‘B 3.28 0.79 0.45 2.66
] 2.13 0.57 0.29 2.42
LAY 8.56 3.92 2.58 12.46
N — R 3.33 0.67 0.18 1.71
R 1.19 0.18 0.08 0.77
/N 1.16 0.27 0.17 -
KK 1.11 0.28 0.20 1.32*
JEHE 1.21 0.29 0.20 -
iERNEEES 2.93 0.66 0.44
Fil 1.13 0.21 0.17 -
R E 108.7 4.80 0.40 7.33
IS 39.47 2.98 0.93 6.59
/N 16.71 1.37 0.48 7.08

* 1nmol/g=298.38Eq/g
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DIAT7Po Y)Y
HEMET Ve ) Ty MZT AT ATV« VAT 72 b v 20mg/kg ([14C]-/L A
77 )& LT 17.1mgkg) ZHEIELIIREROES L2 L & OlEds -
AR BRI E 2 TR IR T,
HEHTREIE L (nmol/g)
AR 5-1% HRI e 5-1% HE#E 5% | 10 B MRER
30 5y 24 ¢ 168 BfH] 5.4% 24
n=3 n=3 n=3 n=3
iR 2.14 0.35 NS 2.07
il 3.75 0.44 0.00 2.18
AR LBk 0.57 0.19 NS 1.67
MR i 0.45 3.01 0.20 33.9
R 1.15 5.80 0.28* 47.2
i 4.85 1.38 0.13* 11.9
e ) v 0.66 4.01 0.42 62.1
o iR 0.26 1.82 0.32 31.6
fiti 3.31 6.65 0.24 57.0
i 1.82 3.86 0.12 25.8
KR 0.19* 0.96 0.19* 10.4
T hi 24.6 7.02 0.18 47.0
Rk 0.73 3.97 0.27 40.6
i ik 5.77 9.29 0.31 66.7
Bl 14.9 44.6 0.96 251
=E=NiE] 0.43 2.09 0.36 33.2
JG TR U o N 24.8 6.44 0.46 45.1
B 0.13 0.39 0.07 5.73
BT S7 5 0.25 1.23 0.19 17.5
[ bt 0.42 1.26 0.08 11.6
B ik 1.39 5.15 0.25 44.1
77 Al 0.11 1.33 0.08 9.49
ALE RS 0.00 0.78 0.27* 16.11
‘Bl 3.03 5.57 0.33 42.2
] 0.16 1.35 0.18 15.8
G N =] 1.61 6.89 1.23 103
IN— A — 0.14 1.27 0.19 20.2
IR 0.07 0.34 0.03* 3.81
/N 0.04* 0.05 0.00 0.85
K 0.06* 0.03* 0.01* 0.66
SER 0.08 0.11 NS 0.99
Jid AR 1.22 5.98 0.80 55.7
i 0.05 0.00* NS 0.79
IR 44.7 1.78 0.07 10.2
i 8.98 2.17 0.13 16.0
/N 4.60 2.39 0.08 14.1
* gL, NS ERRARE OB HRR L EOjRE 1nmol/g=528.95Eq/g
(6) MIVELFEEE In vitro dT—2%3 29
E MZBIE2TAVTATARONVAT 7 M) roFEAREEGEIT 95.4%%
W 99.7% Tdh >7-, DHA OIIEEARKARIT 47%~T6% Th -7,
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VI-6. {X#t

(1) BB & UM EHHE
iz

TIVT ATV .

TNT AT (Arm) OFRREHIREEIL, Kb, 77 v UBEREG. O-A
Fouib CGEEEMICTEMED & 2 (GG DHA) &SH#EE iz, 723, DHA (.
UGT1A9 XU 2B712 LV, a-DHA-glucuronide (G S5 2 & A3y S 4
TUN 5 30,

NAT 7 hY
WA T 7 U (Lm) ORI IT. N-BL7 F /1 b (desbutyl- /v A 7 7
VU desbutyl-Lmf), C-/kfg{k, 77 v r@fads L HE ST,

TINT ATV AT 7 U ATWTILEFEE LT CYP3A4 12 L » TG
b, 3D

Arm DHA

BERICIIMR>BRBRERG
(tetrahydrofuran (58 ¥&) ketal acetate R U
deoxy -3-hydroxy~ DB M HEEIN D)

KBAHE (3a, 38) L. ki |
goavge
o-J)avrERThS
ASTHEE—LD — 0 _
SHRUADERIE  /,
BILB0-BEAFILIE
Lmf desbutyl-Lmf
N-BE T FIL RIS
HO
— HO . NS
% 1
K/\ cl ' cl
0 |
c | cl — FuHrOUEiEs O
O -1 C-JKE%"L’- cl
Cl
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(2) REIZEE5I HEER
(CYPFE) OFF
B, FE5X

(3) #EEENRDHE
RUEDEIE

(4) KEMOFHEDHE
RUEML, FELL

NXEiBERE (/n vitro)
EFEEHME O FI 7 v Y —2%2 W= in vitro BEBRIZBWT, TIAT AT
RO AT 7o b o DOFERMHEEREIL CYP3A4 TH o7,

2) KEEERBEIER (/n vitro)

TIVT AT )V

EMTFI 7oY=& HWEREICE T, 747 A7 /0E CYP1A2. 209,

2C19 KO 3A OIEEOMRHZE L PLEEHK [Ki 1] 122 100
A, 100 H., 38.4 & UF 48.5pmol/L) . @RI~ Z U TBEIZT VT AT
Ve VAT 7 b 2 80/480mg & 6 [HIFE G- LIZERDT VT AT /LD Crax 1T
0.623 umol/L(186ng/mL) T&H ¥V (A0287ER) 9, RIS N TT LT X
TMZED CYP1A2, 2C9. 2C19 LU 3A OFHLE 2/ L 7= Yy Sh e a0+ A 1E
ANAELBAERITENEEZ DN D,

NATZ 7 R v

t MFI 7 m Y =2 HWTZREHIIBW T, VA7 7> U id CYP2D6 D%
MEBLE L, Ki fii% 0.997pmol/L, THh -7z 20, A~ o ) 7 BE LT
IWT ATV« VAT 7 8 2 80/480mg % 6 [RIfRE G LIcBEDN A 7 7
FU Y ®D Cmax 1E 11pmol/L(5.72ng/mL) TH H  (A2401 #BR) . Ki fEICHA~
EETHDZ END, BEREARICBW LAy MU 2k b CYP2D6
DOILEZ I LT Y RE 2R BAER N E U2 AlRetEn & 5,

3) RBBERFEER (/n vitro)

b MM E D BREHcB W T, 747 A7 (0.025~2.5nmol/L)
DHA (0.07 ~Tpmol/L) KU/ A 7 7 > bV » (2~200pmol/L) .
CYP1A2, CYP2B6. CYP2C8., CYP2C9. CYP2C19 K O* CYP3A (2%t L Tk
HMIERAERS o T-, —Ji. CYP %+ (CYP1A2. 2A6. 2B6. 2C8.
2C9. 2C19, 2D6. 2E1. 3A4 KT 3A5) KO UGT #+f (UGT1A9 KON
2B7) Zx9 % DHA OFFE/ERN e Ml Z AV CTRFT Sz iR, DHA
10 pmol/L IZX Y CYP2B6 M U 8A DIEM:IF ONE mRNA FHH &N LH35 2
ERFEINTWS, LinL, BB~ Z UV TEREIZT VT ATV« LA
77> kU 80/480mg & 6 [AlfR % 5- L72BED T VT A 7V ("\DHA @ Crnax
IXZ N2 0.623nmol/L(186ng/mL) % Y 0.72nmol/L(205ng/mL) CTH ¥V  (A028
MBR) 0, ERKMHENCBW T, 7T AT AL DHA (2L % CYP2B6 K OY
3A DFHE &I LT BB RE SR AAER 2 E U S ARV & B 2 b b,

AR L

VI-2. (2)3%h & AT 2 3lRERE ) DEHSM
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VI-7.

Bttt

1) HE ER L &5 & IR R

FRep ki (B2106 HER . SAEADT—4)

ShE MR ER E (R PR G2 16 ) 2RI, TAAT ATV« L AT
7 MU v 80/480mg BlAfE (Kymeidf)) Z @Al B EE & I HERE OG-
LEEeXxDOT AT AT, DHA ROV AT 7> N v ORFHEER RS SR
oo FORER, B 48 FR% £ CORPEEMIZOWNT, TAT AT KRTUIL A
T MY IERTRAM (FAVT ATV bng/mL, VAT 72 R v
0.05pug/mL) T&» Y., DHA ORFHENE (T T ATV h x4 2% E|
) 1X0.01% L FThH o7z,

<BESEMT—H (Tv b, A4X)

TIVT AT )V

HEMEZ v B ROBEMEA XIZT VT ATV« A7 72 b U > 20me/kg (BH]-7
VT AT, XE[MUC-T VT AT ) ZHERROKREG Lz &£, e
R HEME S L, B H% 24 FRE E TORFHEEIIR G ED 41.4% KO
45.1%., FEFPEEIL 33.5% &N 26.3% CTH Y . FHZ 7 HITITHRGEDIT L
A EDEIN S 37,

JREIC =2 b—va Vi R LT2T vy M TIAT ATV VAT 7 R
> 20mg/kg ([4Cl-7 /7 A7 L LT 2.86 mgkg) OG5 Lz &, &
544 72 FEf £ COMH L ORFICZENZENE G EOK) 58% M OV 28% A3 Pt
SNTe, ZOZEMNL, Ty MIBITFBTT ATV ROE O OPEZ
. I ERE O RSN RE VW EE X BT,

NAT 7 R v

HEVEZ » B R OVHEMEA XIZT AT ATV« v A7 72 U 2 20mglkg ([14Cl-
NAT 7 b V) ZHEREOKEE L L &, 5% 24 B £ ToR DR &
TG ED 0.16% & T 0.26%., #FEHPEMEIL 88.7% LT 88.7% Th v, &5
%7 IR GEEDIZE A EREIR ST,

JEE I =2 b—a i@ % LTy M TAT ATV - VAT 72 R
> 1mglkg ([14C]- v A7 7> hU & LT 0.86 mgkeg) &ERIRNEL L7-L
&, &E5% 72 K E TOMEHF R IRFIZENZ NG EDK) 39% KUK 2%
NHREE Nz, ZOZEND, Ty MZBIFLHZVAT 72 b U ROEORGEH
YOPEZIX, B HPERtOFERRENEE X bR,

2) HeitE
AR L

H) AFOEKRBENTHD B IHE] [HERKCHE] ZUTO LR
DN Thsb,

[#hae X3 zh R ]

~Z U7

[HiEKOH&E]

W, REICSCTLE 1 8E~4 88 (TAT ATV VAT 7 R e L
T 20mg,120mg~80mg, 480mg) # #lEl, #IEIE G4 8 WEfHl, ZDkix
/1 H2E2 A M Grel) | BRERZRICRAKET D,

KEMNO 1 EFEEEIX, FTiiolish Tho,

5kg LA E 15kg Aiii : 20mg,120mg (1 §E)

15kg VL | 25kg Abiii : 40mg,240mg (2 $iE)

25kg LA E 35kg A : 60mg, 360mg (3 §E)

35kg LA F : 80mg,480mg (4 )

49



VI-8.

VI-10.

P URR—E—IC

M9 51EHR

BREICEHBER

BENDERZHI D
BE

InvitroE¥ b5 O RR—2 —REERRVFEER 2%

TNT AT VRO DHA

b NG B K Caco-2 fl@IZ 351 % P-gp (p-glycoprotein, MDR1) %4 L7-
rhodamine123 (5 pmol/L) D#siL, 7 /L7 A7/ (Immol/L) (X [HL5E
SN7ehoto, & MFAIEEZ DHA 1~50umol/L /77E FC 8 H#A v F 2 ~X—
L7558, P-gp. MRP1 %O MRP2 O %8BI i35 DHA O (k147

WHRo T,

WA T 7 b~
Caco-2 #fz VT P-gp 20 L2V IX 2 v Oikicxd 50 A7 7 b
Y OREFEERIZ SN T, wx77/k)/(mo&01pmmmm)ffT

KT ORI T T2 2 EXRENTEN, IREREHIZERD b
Mo,

MR L

INR (B2303 SRERY DR Y . SAEADT—4)

12 LA F oK 5kg LU E 35kg R OB # -~ Z U 7 HBE (RARRET)

ZXfGe Ll LC, 1 b7 KE 5kg LLE 15kg RO EBEFIZIIAHK (7T A
TV VAT 7 MUY 20/120mg) % 1 &, 15kg LAk 25kg A D BE 21T
2 B8, 25kg LA b 35kg R OBEIZIL 3 8Ex . TN HAEL TK 10mL (23
gL, #IEL, PIE S 8 RiftE, Z0kix 1 H 218 12 Keff (B, 4) 12
M. &t 6 &5 (ARERIRV AT L L HICHRE) L&D, TAT AT,
DHA ROV A7 7> b OIEERIOIEYENRE T A — X B RITRT,

TNT AT VR DHA OfFATIZ W= MR, FIal& 5% 1 R A O 2
RERZ 1 01 2 BiR3°o 93 B DERELLTZ, —FH. VAT 72 b U U ORITIC
Ao iiEmiRix, 3 B& 5% 6 Fii#, 5 Blf5-#% 6 I, 6 F# 5% 6 LK

24 FFH, 7HH. 14 HEOWT T 1A 1 RIERT D, 315 Bl HEELL 72,
INRR S ) TREBICAFIZMARESE (Bt 6 @RE) LEEEFDTILTATIL.
DHARUILA T 7 b ) D DEYEE/INT A —4
5kg LA I 15kg LA I 25kg UL I
15kg A 25kg Al 35kg AT
(1 88) (2 #E) (3 8E)
TIVT AT IV % 56 29 8
e 11.1+3.54 13.4+1.76 13.241.02
mg/kg mg/kg mg/kg
L 188+168 @ 198+179 (90) 174+145 (83)
TIT AT Cmas (89) ng/mL ng/mL ng/mL
54.7+58.9 79.8+80.5 68.4%+23.4 (34)
DHA Cmax | (108) ng/mL (101) ng/mL ng/mL
NAT 7 hY v il 194 102 19
b B 66.7+15.3 82.9+11.0 75.9+7.21
mg/kg mg/kg mg/kg
Cmax | 6.13Pug/mL 9.379%g/mL 21.9 9y g/mL
AUClast 577ug h/mL 699ug h/mL 1150ug ‘h/mL

PEIHARAERZE (CV%) |
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VI-11.

Z D1tk

) AAOARENTWS [EEUTDR] [HEEOHE] ZUTO LB
D Thb,

[ZhEe 13 zh ]

~7 )7

[RiEkOHE]

W, REIOECT1E 1 8E~4 8 (TATATLV NWAT7 NIkl
T 20mg, 120mg~80mg,~480mg) #Z A, #FEHE 5% 8 K], £ D%IX
g4 1H20E2HM Grel) | BREZICEOEET 5,

RERO 1 B EIL, Tio LB ThD,

5kg LA | 15kg Aifi : 20mg,120mg (1 §&)

15kg LA | 25kg Kiifi : 40mg,240mg (2 §E)

25kg LL I 35kg Aiii : 60mg,360mg (3 £%)

35kg UL | : 80mg, 480mg (4 &)

MU ER e L
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VII-1.

VI. ®£1% (FRLOIEF) [CBATHEE

Z2ERNREZTDOER

ERAREEDER

AR IF R ICEHE
THIEELEDER

RZERUVRAEICHEE
THIEELEEDER

ERGEREREL
Z DHEH

BRESN TV

2. 25 ﬁ@gﬁlﬁkgbﬁu &)

2.1 AHNDO A5 LIsBUE OB D & 5 B

2.2 WiE (R 14 8 R0) XUTHIR L TW D aJREME D & 5 A& (9. 5 &[]

23 U7V, wwAvﬁh/ T /) N)LEX =)L Tz A
V. VT TF AT A RFY VY (St. John s wort, &
hePa—rvX-U—h) EAEN. "AT7xz= b v a&KEhoEE

[10.1, 16.7.1 &]

(fRE%)

2.1 AHND AT KT UIBBUE DBEFERE DO & 5 BEICAK 2 G LGa, BE
PRRBEUESER DSBS D AREENE L bND T Enb, *&%ﬁ&a&b
THRE LT,

2.2 W EBRDFER 95, AEIOZGRETEHRM T H4EIRE 1 = oK 512 X
D EERERMERENE Z D REMAN RSN TEY . HIEL TW5 ke
YWD HIHENEED, HIRE 1 = Th 2R 14 HAH O BEHE ~O&E 5
ERET DT ORE LT,

2.8 AFIOKS THAT VT ATAKOINATZ 7 MUt Wb EEL
T CYP3A Tt &5, #/7e CYP3A SFEEAND DA L OfFHIC
X, KFOMPBRENMET L, +okbi~7 U TIERBE L2V ATRE
e SRt SN : WARA CYPSA HENEH N B D A & 5 o BE A~
HI3HETARETHDIORE LT, KK EDOHEEAORE H D, 78
ﬁ&CW%Aﬁ%ﬁ%#%é%ﬁﬁ977y8yy@ﬁﬁﬁ\f@%%%
P L WIERERIZEO - OEMAMREEA A RT7 4 (BKE) (B4
THENA AL R A B S e 26 2T H 8 H) ) ICHED X5
7172 CYP3A FFEAER 1 & 2 34 & Of A= & L CRidli L 7=,

(V-2. ZHEESUIZNRICEET DER) 22452 &,

V-4, FAEROCHEICEETEE] 238552 &,

8. EELHEAMITE
8.1 AHFNOMHERICEE L Tk, ~7 U TIZE L T4 755k & BB 2 o EA
NIFFOREDO T TITH 2 &

(FEER)
8.1 KANL., Vi~ T VTIREFEETHDZ b, —RAREEL L THRTEL
7=,
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VI-6. BHEDEREZHI S
BEICHYT IR

(1) BHHE - BEEFD
HoHEE

(2) BHREEERE
(3) FFHRelEERE

4) kJEREEHI HE

(5) #Ei%

I BENEEX*EATHIBREICHT IR

9.1 56HE - MEEZEDHLEE

9.1.1 ATERFEZ LPTVEE (XK QT EREEFEHEOHIEE. K
EOHDHIEE. BHIDLMEPEIITRDHOLMEDHSESE
%)
DERE=ZY—2TH 72 EBEE2 01275 2 8, AAIT QT ERE %
EBodBENNndH D, [11.1.1 58]

(fEER)

AANDIMENZ 1T D EEARRAERIC BN T, QT REOEENHE IS TEY, K
IO QT MFDIER DY X7 L7200 55 2 LM bERE LT,

BRESN TV

BRESN TV

9.4 &TEREEX BT 5 E
EHR ATRE 72 e MR, M EEIZIE U CARAIE 5Bl AA AT I AR AR I A % St
L, L CWARWZ E2MERT DI L, Fio, RHEGHI3HR 00
T LHfETHZ L, [9.5 5]

(f#55)

BEHRAS WIREZR JBE TI, ARG BRI IR O A AHE TIX R WHEE AT
Wsnd, —J7, dhw (iR 14 BRG) SUTEIR LTV 2 ATREMED & 5 fm AU
BWTIE, RARGIIESTH L Z L, RARGANTERO A HEZ B 5 )
T 2DRENRHD EEZEZDND, TOTH, IRV FEEREE TiX, BF DOFE
i, HEIRL CTW D ATREMES @ W E D 2, RO BEBEMEFEZZE L, LEITIS
U CTHERRA S 2 IO CTIIRO A 2 BT 2 L ORE LTc, £, AFIRE
HUIAEARICBE L THEENMLE TH 5720 . AANERTIT AR 78T 21T 5 £ 5
OSSO0 ENH D, el BHEMIEIL. AANEHR T 0 SIEHRE TREIOA
TEE THHELES LD,

9.5 1%
TR 14 388 AR5 O I8 X ATIENE L TW A TREME D & 5 ZetEI 3% 5 L2 n
Z & HEER 14 HLE OIS IXTE R EOF RMEDNERRMEE Elal D &
SNDGEIZOREETHZ L, BEROFRENG . REIOIWE K
MO HIZ X0 EEZR S RERENE Z 6ﬂ§€‘f¢7§§%ﬂﬂéﬂfwé 7
T AT« VAT 7 N AT T VT AT VO - JGEIAECET
HRER (T PEROUHYF) TiE, BRRER (TJI/T%T/V}SQUDHA
LLT) OSBRI ERDIHARTT AT ATIVEUONNAT 7 N %k
PERAROEEG Lz & &, RHIWRINIRE, RIRIIRE R O R BB R
O, A AR RE OB RS STV B, 7»7%7»-»
A7 7 Y OHAERTD R O AR O AN NI RHROERICE T 53
B (T v b)) TIE. BEEEBEZE (7T A7, DHA KUV A7 7 v~
FULELT) OEFEUTERIHETT AT ATIAVRUTINVAT 72 |
VPP OES L& &, IR OIER ., ZREZMIE RO
K OVELFRR IR OB MNRO = Z ENRRESIN TN D,
Artemisinin RIEY ZTLIREIY OSBRI G L8 ERIC B W
T, B RIEECKOMERGFESE (7Y NEOTHX) | BT (F
V) BHESN TS, [2.2, 9.4, 15.2.1 B3]

(fRE%)
V-2 2 SNEEFo#EB ] . V6. (4) £HfELHT 54 OESMR
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(6) =FLim

(M MNRF

(8) =t

vi-7. tHEERA

(1) R EZEDER

9.6 &=7Lim
R EORRIERORFLREOAEMEEZZE L, RO LI h L2
BErd o2 &, BMERICEN T, AFIOALTT~OBITHRRENT
l/\éo

(fEE5R)

@J%é‘%?ﬁ ZBWT, KAOHN T ~DBITRRBOONTNLHORE LT, *
KRNDORGT T DNV AT 7 R /ODJIELEP/&%V#ﬁﬂ;H TRV, BEH

ﬁAzh% 28 HE L TITAIT T ~DOBITO MR E Z b,

9.7 /R
RHAENRER, HAENR SUIAE skg A /N34 2 B REBRIT FhE
L Tu7uy,
(FEER)
IRHAEMRER, FrAR IR E 5kg R O/NNRITw9 2 BRI I L TR
59, RN LTV 720,
9.8 SENE
—WRIAEPRERE MR T LTV 5,
(FEER)
— R E A XA, TFEREEE O B ME T L TV A DT, BEDIREE
EBEL, TICEBR LR OAREZEGTOILERHDL Z EMLRE LR,
10. tHE{EH

TNTATNUVRONAT 7 ) dndinnbEE LT CYP3A (28 -
TR sNns,

10.1 BtRAEE BtRALZWLC &)
HF 4 5 HRRAEAR - HEE 51k B Fr

- fEBRIA -

DRy VA <V Vg
(V77205
A LR
(7L h—IL5)
T )L E R —)L

TIVT ATV RNV A
77U o
ENETFL, fivTV
TAER KG9 5 A HE
MRH 5,

s o HEEF o
CYP3A #FHEEMIZ X
D, 7T AT IR
VAT 7 MY D
WRREIND,

(7 = ) 7N— L)
TJx= bV
(7LvEeETF o, X
v k=)

Vo757 T7F
(Ra7540)
I UA XY VD
(St.John’s wort, &
heYg—r X U—
N &R

BRAT 2=V
(RA A V)

[2.3. 16.7.1 Z#]

(FEER)
AFNTFICAHEESEF F 7 m— 24 P4503A (CYP3A) TRt END Z &b,
FAER R OARFOBIWERNHEBIND U AT BPIEFICEWEEZBND L DI
DWW THFHERICERTE LT,

54



(2) FRFE L ZEDER

10.2 BERFE (BtRAISEETSC &)

BRI E EEARAEIR - i 1A By - fERIR T
QT EEZE -T2 L | QT IEENEZ 28% | AFNIT QT IEEZK -
DI B AL TV D FAl nndH s, TREENLRD DD,
Fo—x o DA E OHEH
752 Tla, 79 A W& QT IEE KT K
I D HFLAEEIRA NP — R R R 7
VYEIIFR IR ZDZBEAND
TalhA T IR Do
FoUv
TIALm
VA — )L
R R E S
EEYR

ralrryua~vdy
ey R—)LA&
L5 2HAl
TIMNVTFY
AITTIVE
~7uIA RARPUHE
Al
) B Qi w = VN
3
JnFux /) a sk
P Al
Txv7aFHv
N
T — L RBTE R A
T a) ) — L
%
[16.7.4 2]

ATafk
[16.7.3 ]

AHIE DOFHIZL Y,
VAT 7 MY O
FRREME T 5,

A 70X N K AEH
ERROEKTFICEy, v
A7 57 FU DI
DETT 57205 %
bib,

CYP3A fHEA
A NTFafF—
g7V Aa~Av
o

TIVT ATV RNV A
77U o
EREH L, QT ZE
NEID2BZENLE D
Ry

Zhb oA o
CYP3A [HEEHIC &
D, 7T AT IR
AT 7 MY R
DR EFE=ND

TL—T I )N— T 2 —
A
[16.7.7 2]

TIVT ATV RNV A
77 ) o
FEN BT % "TREME A
HDHDOT, AFIRHH
7= 0=
2 — XD & kT &
HBHZ L,

T —TTN—
—ACEENDRT D
CYP3A FHEMEHIC X
D, TNV T AT NVER
NAT 7 R ofk
HALEIND,

Tk
THET =)
7y EL Y
ANV NS
[16.7.6 2]

TIVT ATV RNV A
77 hY ol
ENMETFL, fieT U
TAER KG9 5 A HE
H2xH 5,

Nl (N SRR 1| BV
CYP3A #HEIEMIZ X
D, TNT AT KR
NWNAT 7 b DR
B RESIND

CYP3A THE#H s
Al
7T LFEn
RAT T LI e

i

=3

2B OFAO 1 A
ENMET L. 2h 3206
T AREEERH D,

TIT AT IVEEDIE
T R Eil W
dihydroartemisinin
(DHA) 2%, F#Ey
R#E#E (CYPs) #%
BERNRE S TY
Do
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A

BRAER - HEE ik

P - fEBRIA

|3 iyl A N B N il el 2
[16.7.5 2]

TT AT KW
DHA o if H R B A3 K
TL. VAT MY

| =iy mll ) OB N5 o
@ CYP3A FHLEEM
W&, VAT 7k

VOMPREN EFT | U oREBIEI N
Do LHEZOND, TV
T AT NAKEO DHA @
BRI EMET LY
ERHTH D,
R FBEAT 5K AFleoOPFRICEY ., | 7T ATV E DHA
R IE DY AN | 121k, HFEEMGRE SR
F99 5 REMER B D, | (CYPs) #FHEAEH I H
BB IR E 2 & 5 | BT,
DEFITIL, BINTH
DORET HiEERWSD Z
ERHERE I NG,
(fiEE%)

BENDOFENES THDIT VT AT ARV A T 7 MY ATWEFnsEE LT
CYP3A IZX -~ TRt &N 5, 587517 CYP3A FHEHRI X ITFHEA & OFH L=
B, AFOMPEEN EF IR T LIz o®ERNH D,

HWFRBEAERIZOWT, LT OREDRH 5,

(1) Y7789

HIV-1 CREEOERERA AT H~T7 )V THRETIIRVEANZ) 77 B
(600 mg/H) & AHKI80/480mg (20/120mg $E% 4 #) ZOFHEEG Lzt &, H
MPEFAZHARTT VT AT VD Cmax LT AUCo190 1TZNEIVE 83% K% TN
89% U8V, DHA @ Cumax & ¥ AUCo-12n 15 78% M O 85% i, I ONZ & E- 8
HEDONLAZ 7> MU OmMBETRER RS 3~25 HHETO AUC 1F, £
84% M O 68%iH L=, UEADT —4)

(2) 77 bzt — 30 (ROANIENARRETE)

fEFER NI b2 — v (FlEl S 400mg. 4 HEKERE 200mg/H) &
AHKl 80/480mg (20/120mg #E% 4 §8) ZOFHEG LIz X, TAT AT LD
Cmax&@AUClastbi%ﬂ%\\h;f@ 221%‘ (CV% : 34%’\"38%) ))—’(U;’ﬁ,‘j 251% (39%
~45%) \ZHEINM L7z, DHA @ Cmax X' AUChast 1ZZNFIUH 1.4 % (39%~
43%) KO 1.7 15 (29%~36%) \ZHEML7=, VAT 72 b U D Crax KO
AUCuLst 1359 1.3 1% (44%~47%) KO 1.6 1% (58%~61%) ([ZHEML 7,
HNEANDOT—H)

(3) A7uax 38

fEEERRANIC A 7 Xk (FIE#E 500mg, 2 [A1H & O3 B H £ 5- 250mg) & A
#l 80/480mg (20/120mg #E% 4 &) ZOfHEG LIz &, TAT AT AKN
DHA OIREFEREICEEBIIA LN 2Tz, WA T 72 R U D Cmax XY AUCo-
8160 (FZALZEIL 32% M TN 41% I LTz, A 78 F 2D Crax XY AUC 1 4%
DRO18% M LT, ONEANDT—4)

(4) F=—x39 (FEHANIENRREIE)

B AICF =—2 (10mg/kg) DOFFIRNERE & AH 80/480mg (20/120mg
Bk 4 88) ARG LIELE, LA T 70 b Y U ROF = — RO M
(CBIIERD bR o Tz, TIVT AT D Cmax KTV AUCe2n1ast 1ZENEH
17% (CV% : 47%~82%) K 1'46% (63%~142%) > L7=, DHA ® Cmax &
Y AUCéonast 13 11% (31%~40%) KT 37% (39%~40%) Wb Liz, UE
ANDT—H)
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(5) mEF I U RFEIL 39

fEEfE A, mEFEL - U R EJL (400/100mg. 1 H 2 [A]) & AKH|
80/480mg (20/120mg $E% 4 $&) ZOFH L& &, BMEL LTI AT A
T VD Cmax 2 N AUCing (X2 EIKI 22% % UK 34%38 . DHA @ Crax &Y
AUCHns 1359 36% &L I 45% M LTz, 7o, WA TZ7 72 b U D Chax XY
AUCins 13, B L L TR 1.4 FEROF 2.3 RIS L7z, v ELD
IREEICAK E ORI L D2EEBIRO oo lz, UV ML EZHMES
L72& & D Crmax & AUCo-120 13 516ng/mL X T 8.07pg  h/mL, U FFE/LER
A &GRS L7z & & D Cmax & AUCo-12n 1E 585ng/mL } O 3.47ug + h/mL 72
o7z, UNEADT—%)

(6) =77 E LY 40

RN 7 B L (600mg/H) & AHl 80/480mg (20/120mg HEZ 4
88) OB E L&, BEMBRE LEHARRTT LT AT /L® Cmax & O AUCint
IXENTNHR 21% K O 34%I84. DHA @ Cmax X Y AUCine 1359 38% K& UK
39%JkA . W AT 7 B Y 2D Crmax &2 OV AU Cing 135 4% 11 & U9 22%0800 L
oo 77 EL YD Crax X AUCo-240 1T 9% K DN 17%8 L=,  (OEAD
F—4)

(7) ZL—TTN—Y a2 —R 4

R AN IZB W T, 7T ATV 100mg & 7 L—7 7 )—>Y ¥ 2 — A 350mL
EEBICRHALEEE, TAT AT VKL DHA @ Cmax (107£28 KON 85+
26ng/mL) &' AUCo-sn (33653 KON 276+83ng » h/mL) (%, K THRHAL
72 & & D Cmax (42117 LT 67£34ng/mL) KON AUCosn (17749 KO 239
+105ng * h/mL) & H_EEEZRLTZ, GMEAOT—%)

W) ARAOAREN TS [BEEIR] [HEKOCHE] 3UTo LR
DNTH5bH,

EIEEDEESIE|

~Z U7

[AiEk O E]

W, REICSCTLE 1 8E~4 88 (TAT ATV VAT 7 R e L
T 20mg,120mg~80mg, 480mg) # . FIEL% 8 K, £ D%IX
A 1H2E2HME GhelE) . RERICKROEET S,

RERD 1 EEEG&EIX, FTRosB TH D,

bkg LA L 15kg A : 20mg,120mg (1 £E)

15kg LA | 25kg Kiifi : 40mg,240mg (2 $E)

25kg ULk 35kg Aiiii : 60mg, 360mg (3 #iE)

35kg LA E : 80mg 480mg (4 )
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BlIER

(1) EXGEMEREOH
FEIR

(2) ZDithoEI1ER

1. Bl{ER
ROBERRHSOND Z LN DHDT, BEZ BTV, RENFH
DN EIITREG 2P T 57 Y RLEZIT O Z &,

1.1 EXLEIEA

11.1.1 QT R (BEEAH)
[9.1.1 ]

MNA127F745F%2— (BHERH)
HE, MEFESORENRD NG ICFREE T, #
Bl #1759 Z &,

(f2E5%)
1) UFOBBIZEIDFHFE LT,

“ICH E14 A 7 A AZHERL L 7o, SAE AN ORGSR E 2 %5 & LIz.OfF
o (QT [MkR) (2R3 2282 RE Lol (A2101 &%) 9T, 7v
TATIN e VAT 7 b A2k D QTeF Mg RAEH O nJREME 23R
BT, 728, QTcF MO R—R T A )b OB BEORMZE (7
WNT AT e VAT 7o b UBE—T7 TR 13K T 7.45ms (F[H
e 5-1% 68 IKfH]) T o7z,

KK 6 [ IEDOANEERR R O OFA RN OFE R, QT RIFRIEE 2580 6
Ni-#beE OB 6.5% (82/1,270 #) Thotz, (F:_X—RFA %
@ QT MkEA 500ms ., XiI~—RF A AT 60ms BOIER)

ST IVT AT NDA X WO RO ANEGIC X 5 8 B I E & 53 Bk
T, BOEE O 150mg/kg/ H UL EOFE, A N AN 50 40mg/kg/ H LA
LOREO—ERDOEAE T QTe MR DIER 23780 H iz,

2) HEIZEBNWTT F7 4 7% v — %G EERIMEUEDRER 2 HE Iz 2
EIMBRERE LT,

1.2 Z0fthDEIERA

BEA B
TRB R O b BAKGR
o NS
PR R SR, IR FE U R, IR,
SRAE SRR, B, SRR
/afi s #iE
PP ir 0 B O R P 75 I

i E WG, . . T
5 OV TR & Kb, % I

BEFE. A A
MERE, $%5 . BATREE
B, AFRRERIEINE

JT P REAR A (I S

B A SR S OV 5 L Ak P
—x - EHEE

MR O R FEE

B R R AT

(FBER)

RANTZENIZBWTZ7 VD THREZNRE LEZBEREARLZ FEE L TWinrz
D, BIWEHORBLR M OMELCE L T, A4 6 & 5ETo 738 (A025.
A026, A028. A2412. A2403. B2303. A2401 &Br) OOFEMNTREREERL
7=,
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<HE>
IH H BURIWE R B R O RE R — &

AFl6 ml¥ELGETOT AR (A025. A026. A028. A2412. A2403. B2303.
A2401 #RBR) OPFEMNTRERE R LT,

13 kbl 12 LT

JE B 712 51 820 71

I BB 2 124 1 146

BIVE R B 17.4% 17.8%
j 13 mll E 12 LT
Al B %) ()
MAEH LV VINREE 2 (0.3) 31 (3.8)
S=gil 1(0.1) 16 (2.0)
JiE 1(0.1) 3(0.4)
LR ER N 0 (0.0) 12 (1.5)
i FR BRI E 0 (0.0) 1(0.1)
DRES 13 (1.8) 2 (0.2
Ef 10 (1.4) 0 (0.0)
M7 ey 1(0.1) 0 (0.0)
1 A PER 1(0.1) 0 (0.0)
TRPEER IR 1(0.1) 0 (0.0)
FEERR 0 (0.0) 1(0.1)
TR EE AR 0 (0.0) 1(0.1)
BB L URKES 8 (1.1) 0 (0.0)
[Al#RME oD F 6 (0.8) 0 (0.0)
Y 1(0.1) 0 (0.0)
B 1(0.1) 0 (0.0)
BiEEE 45 (6.3) 79 (9.6)
L 20 (2.8) 3(0.4)
M - 15 (2.1) 56 (6.8)
iR 10 (1.4) 4 (0.5)
T 8(1.1) 11 (1.3)
IR 1(0.1) 0 (0.0)
M EPNTEIB I AR 1(0.1) 0 (0.0)
5K 0 (0.0) 5 (0.6)
R 0 (0.0) 1(0.1)
2HBEES & V5 HERE 26 (3.7) 8 (1.0)
e 14 (2.0) 2(0.2)
S 7(1.0) 0 (0.0)
95 57 2(0.3) 0 (0.0)
TE R 2(0.3) 0 (0.0)
P HRAEL T 1(0.1) 0 (0.0)
FEEL 1(0.1) 4 (0.5)
IR 0 (0.0) 2(0.2)
FIEERES 2 (0.3) 3 (0.4
IS 1(0.1) 1(0.1)
JHFIE R 1(0.1) 2(0.2)
BER S UFERE 2 (0.3) 3 (0.4
BN~ T U 7 R 2(0.3) 2(0.2)
~7 U7 1(0.1) 0 (0.0)
SLIRGE S 0 (0.0) 1(0.1)

59



~ 13 bl I 12 T
Al B B (%)
ERERIRE 13 (1.8) 9 (1.1)
It nE bR A S 3(0.4) 0 (0.0)
DEX QT ZEE 2(0.3) 0 (0.0)
DB R 2(0.3) 0 (0.0)
JHFmE R B 2(0.3) 0 (0.0)
MY L e 1(0.1) 0 (0.0)
DEREE T 1(0.1) 0 (0.0)
DERZEL 1(0.1) 0 (0.0)
IS B 5 1(0.1) 0 (0.0)
N AT IF—FLH 1(0.1) 1(0.1)
U SRR 0 (0.0) 3(0.4)
;§£7%/&7‘/F7/X7I7_ 0 (0.0) 2(0.2)
é%”/'T\/F7/X7I7_? 0 (0.0) 1(0.1)
I ER BRI 0 (0.0) 1(0.1)
YINEINET AT =T —B 0 (0.0) 1(0.1)
S /=R A 7 0 (0.0) 1(0.1)
1IN B 0 (0.0) 1(0.1)
REBLUREREE 25 (3.5) 6 (0.7)
BRI 24 (3.4) 6 (0.7)
e M B 1(0.1) 0 (0.0)
HERRS L UESRBES 13 (1.8) 0 (0.0)
RG] 11 (1.5) 0 (0.0)
RAm 5(0.7) 0 (0.0)
HRREE 37 (5.2 16 (2.0)
EEpED F 25 (3.5) 1(0.1)
SHH 11 (1.5) 1(0.1)
R L 1(0.1) 0 (0.0)
FEAR AR RERR 2 1(0.1) 0 (0.0)
fEEAR 1(0.1) 0 (0.0)
£/ 1(0.1) 0 (0.0)
LA 0 (0.0) 10 (1.2)
SR T 0 (0.0) 4 (0.5)
IF I/ E—X R 0 (0.0) 3(0.4)
REE 20 (2.8) 2 (0.2
AARSE 15 (2.1) 1(0.1)
MR 5(0.7) 1(0.1)
BB R 1(0.1) 0 (0.0)
EERBLVIEES 1 (0.1) 0 (0.0)
i H 1 1(0.1) 0 (0.0)
ERER. MIZRE & UHtIRES 3 (0.4) 3 (0.4
WK 3(0.4) 3(0.4)
EES & UVETHEBES 7 (1.0) 11 (1.3)
ZITIE 3(0.4) 0 (0.0)
AR 2(0.3) 1(0.1)
% EhE 1(0.1) 0 (0.0)
% 9 FEIE 1(0.1) 0 (0.0)
R5 0 (0.0) 9(1.1)
FERE %% 0 (0.0) 1(0.1)
mEEE 2 (0.3) 0 (0.0)
WAL 1(0.1) 0 (0.0)
i EMEs V) —8 1(0.1) 0 (0.0)

[EI B 5 38 5 5B 4R B ARGERL (MedDRA/J version 14.1) DORAGEZMFH LER LT,
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VI-9. BRERREHRICRIF
=)

Foa

VI-10. BE&5

VI-11. BERLDEE

VI-12. Z0DEE

(1) ERERFERAICEDCIE
i&

(2) JEERPREAABRICE D]
EE

WE SN THRN

3. BERE
13.1 &

DEMEON Y U LEOEREEZE=F—F 5 &,

()
WERGRICRIT S, —RIOER S LTRIE Lz, /o, AAlOEER G X
V. QT FHMIER DS Z % rIREMEN & D,

14 BALEDIE
14.1 EFIRFEHOEFE
IWP@%@%ﬂiPﬂ?/%Fﬂ%ﬁ@ﬁbf%ﬁ?éiﬁ%%fé
_k PTP — b ORERIC LA N BRE R~ AL, B
IR EB LTﬂIBm(H%%ODE%fﬁéﬂ#ﬁ%ﬁ%\éﬁ“é:ki)‘ié‘béo

(fiRsR)
HT@A®ﬁﬁ$ﬁ%E®t \FNT BEET R I OWT) (ERk 8 £ 3 A
27 H HILEFEE 240 &) (ZHIY ﬁbto

REINTWN

15. ZDtDEE

15.2 JEEREREABRICE D < 1FHR

15.2.1 7 v FZ2HWEZREL ORI AIZBE T 23 8BRICBs VT, BIR
BEE (77T A7, DHA KOV AT 7 M) & LT) OF
8MELL b, ¥ 28 (5L EROISE(SG L R D HETT VT ATV KUYV
A7 7 MY UEFRBOEE L- & & BERE 5O O IR RTIR
FEC O, W ORI B 75, W EEME, IR, MEIR
AFERE R OERBOETFRRBD N ERARESRL T
%, [9.5 2]

15.2.2 FATATIADT v b JROA X &AW HANEEIC X5 EERBR
IZBWT, 7 M TIE2mg/kg/ HUL EOH®ETT HMEL L, 4 X T
0120mg/kg/5%i:@ﬂﬂ%f8 HRELLEOEEIZXL Y | Mok Tt=

a—n MR E LT RO bivTe, — . %
A& G2 X% 13 EfKERGHERRTIX. &mHE (7> b
200mg/kg/ H. A X : 300mg/kg/H) BBV THMOELITRD
LRI T,

(FEER)

wzl?yF%%wkxé%&ﬁ@%%%éﬂ%#éﬁﬁﬁ%wf\ﬂﬁ%?
B K OV RATIRFE 1S 2R D EIN (R H IO 4K **%@%hr
ZIERE. IR, Efﬁfé?kﬁt)\%f%t@ﬁ?b)ﬁfozhtt EL
7’;0

15.2.2 7 v b&EAVW 14 BREKEHANEGREBEE O X% Hvwe 8 AKX
EARNRSRERIZB W THRRXMMEE R ~DEENBO LN DRE
L7z,
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X. FEERFREERICRII S HE

X-1. ZFEEHER
(1) EXhEHRER [VIFHEHIZ B+ 5 E | DHESM
(2) REMFEEAR PG H AR 51288 B - Hi fit R
hERG* 7% | HEK293 In vitro TIVT ATV A Y30
it gl 10, 31.3uM
TIVT ATV B O FHHEAEH
10, 30, 100uM (IC50>1004M)
DHA:30, 112uM R L
DHA:100, 300pM 108 ) oD BELE A
(IC50>300M)
NWAT 7 R IWAT 7 N
0.1, 1. 3. 10pg/mL desbutyl- /LA 7
desbutyl-/LAZ77 R ;EHL{U CHE
0.1. 1. 3. 10pg/mL @25 FiEA (1050
BEiXZNZEN4.3,
2.6ug/mL)
THEN L ENEY M| Invitro | TIVT ATV - VAT TIVT AT )L spug/mL
FRfe ] fii H FLEF AR YU TGN BN FF
15.25. 30.5. 305ug/m| ftHEHOEE DA
TIVT AT IV
0.25. 0.5, 5ug/mL DF
0.25. 0.5, 5pg/mL
NAT 7R
15, 30. 300pg/mL
HEhEk, E/NE v b | Invitro TIVTF AT« LA | BB L
UiE ) i [aapwy>z1 AV N Vg
21pM
TIVT AT IV
3uM
WA T 7MY
18uM
DI R RN B TITF AT« LA | L
Wistar AN
3000mg/kg
TIVT AT )L
3000mg/kg
NAT 7o R
3000mg/kg
I IR==4 A X/ s TIVT AT )L 150mg/kg/ H #f O
=7 50, 150, 600mg/kg/ | #f &% % 600mg/kg/
H H B oMk T QTe
8 AMRERE R[5 oD 4
il 20, 40, 80mg/kg/H | 40mg/kg/HLL ET
8 HHIE#HK S QTc MMRDILE
BBRER | T v M wn TIVT AT« LA | TAT ATV LR
Wistar A A WIS AW A0
TIVT AT )L AT77r U
3000mg/kg 2L
}I/)l77.‘/}‘U:/Z FILT AT -
3000mgrkg B5% 2~8 W
DR, W T b
VoLh, BV ULK
W7 v 74 FYkil&
DB FEHENN

* hERG:Human ether-a-go-go-related gene
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(3) ZTDHDEEHER

X-2.

HiEHER

(1) EpNx5HEHRR

(2) RERGEMHR

EB 0B 35N

1) #REEMEZERICIHT SEEHRME (In vitro)

TVT AT L 10uM OERETT KLF U al, T bh=23, EAX IV

Hl. 77 /3> 1 KO N-AF-D-T AT X U2 5K Lggu e

(BREFE : 11~37%) L, VA Z7 M) b 10M Tkr =03, €

FA R pu OB A = BZRICE LR C L 350 BifntE (FRER © 20~38%)

?% L7eh, & OMOMBRARED EZ B RITH LTIV T bR & B %2
ARl

2) RME~DEE (In vitro)

TIVT ATV (T DHA) 13k Etsrnd, v A 77 MY LR
ORI OV T~ 7 AR FEMEEZ AW TR L2 2 A, EBEN
TNT ATV 100uM KONV AT 7 b U > 2uM, Xid DHA208nM KOV A
77 bV Y 160nM DOFlAG O T, MREEOMEBE RET HFERIIHED
N ho T,

PERI o AT A
> ) B »
W | B | By | RS (fii) giﬁ% BB
B B8 R
TATA| M1 — ) 2000 N
s |77 s oms | =M (e86n7* | 2000 | REL
ATy ) 1000 "
Ny A X I 1 ! (143/857)* >1000 | #HE7RL
I #h AR
T, EH)
o i 1 — , IS N
srza| ] W5, s | TEH 800 800y g e
% AYVAESIE N
EIET
200. 600 \
;r\ N N ’_u'f
e i 1 &0 - 000 >1000 | BH72 L
LMAT 7 | T b "1 &0 2000 >2000 | B L
Ry "5, M5
~ X I 1 & 1000 >1000 | #ERL

* () NIE. TATATFAL - L AT7 o N &

WBWE - TAT AT - VAT 7 b v

Wt | &5 | L Bh | & BE > | BRI R & D i
W | BBt | B | (mg/kg) B | B
Sy k|4 # I 10 ®Ooo|o <200 =200mg/kg
i % 10 200 ESEREIEN RN
(28.6/171) B EAL N (M), 7R
600 MERFR/XT A —H K
(85.7/514) T, 7RI ER P RE B
1000 W, ALP & (),
(143/857) eyl N Nisi)

U Lo Hi FRAREREE
. EBE ARMERR
AR TR « ~E Y
m. e SRiMERCR
IR « ~T Y
7V k),
fige: & fg g - ~
EUT V%A, T
AR 22k (1)
g SR AR YT
0 (1)
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=600mg/kg:

MEDR AR i BREHE N,
AR 1 BR A Bk TCHE |
ALP & F (i), AF
i: ~E5V ik
7% (i)

1000 mg/kg :

A B BB ()
B RN (1), 15
REfE ) o 36 BER
(i), B BE: A
TE R ()

5
I 5

0. 600,
1000

b BRI T RIS 2
Y (st N (akgy S 0
FOEEDS L <A
A

10
I 10

o)

0
100
(14.3/85.7)
300
(42.9/257)
1000
(143/857)

<100

=100mg/kg :
~NESaEUET,
~v h7 Uy MK
T, FRIMERELIE N,
R AR L BR B n .
FUZUEY R
A TEE 22k
(i), FURAR: @
DG AN S
YR T RF N
()

=300mg/ke :

TR EEEE 0l O |
IR 378/ ) | N
REHE R E . ALT
L5, ALP KT
(), AHREIREEY o)
i fEA (M), e E
s, BRI
SXE A EE R
SE, Wl ~E'TT
NS A (IR
NEAE bR 25, HOR
Ji: A Rk ()
1000 mg/kg :

PSR H 0 B0 ()
EEEK T, AST
EH . ALP &
(), 21 A5 —
JVEEAN . PR FE N
(), RHEEIKRT
(), REMEEY o)
i BEOR(HE) . I
figk « % gk o> HE B
m. B I AN
F—. JIFhe: ik
. KEREE R R
MmERCRIEMITHE, /7
5 > P 2 I VE A E
(1)

b; rm‘\ ﬁ}

EEED

o
Za

5
i 5

0. 300,
1000

P b5 IR T RIS A2
B (st A RL = 30
LoEES L <A
EAgIA

64




(3) EfaEMHAER

(4) BARMEEAER

(5) ETEFRESMHER

-
i
O

A X 4 3 0 <60 >60mg/kg :

5] 1 3 60 PR AR B AR b 52
(8.57/51.4) iliSPN

200 =>200mg/kg :
(28.6/171) T, YRR R

600 AfE, ALP |5

(85.7/514) e, T®EK

ATSE: A AE R

600 mg/ke :

[l AREHEAE - 18

PRSI ()

3 600 e 5 WA T IRRLZ A

i 3 SN iR

LY (el

$E
- %

1 ]
13 8 HE 3 oo 20 = 20mg/kg
i I 3 20 FOLR s s L
(2.86/17.1) (TSH)#M, HFARAR
60 M), FR
(8.57/51.4) Jis S b R e A
200 X
(28.6/171) =60mg/kg
alL AT u— )L
m., Fuaxv
(T4) + FV =3— KW
A= (T3) -V
N—Z T3 KT, if
RO . Bk
i 25 B 4 0 ()
200mg/kg
TR, AR, K
KR EgiR AE, JHFE
SN CHE) . T
IEREPN
Fe 53R T RRLZ A
DIV ZBAIIRTRIC
X v [EE

[/l 12 %3 200
T I 3
B4
JAH

TIVT AT e VAT N TATATIUVRPNVAT 7o N D In
vitro X OV7 v b & W2 in vivo BIGEMERERICI W T, 4R BT R E O
Yeo RV FHRIEITE D b2 o 77,

KRR L

1) ZBRERVERETCONIRERLECETLHHER (Tv )

[TIVT AT« VAT 7 hY v 30 (4.29/25.7) . 100 (14.3/85.7) . 300
(42.9/257) . 1000 (143/857) mg/kg/ H]

Ty MTTIVT ATV - VAT 7 Y &2 RETIIAZREAT 70 HRE, ZRCHAR]
FONEIRR A &£ ¢, MECIIARHEIAT 2 M. R R OMTIR 6 A £ TS
L& ZAh, TRTORGHTRER FRBBE O A 511, 1000mg/kg/
HEECIIRE R E RO, R BARERE, K Esii: &k R B B 5ok
T W ONCHER IR R IR DR T . ERBEOWA . FHIRRIIRSE TR OHE N
e OVEFFIRE OIR T AR b, BlENW O LR K ORISR A 12k 45
IRV Y 300mg/ke/ H & HEE STz,
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(6) BFTRIZIEEAER

2) BE-BRBREICEATEHR (v k. U F)

(TAT ATV -V AT7 b 5y b0, 30 (4.29/25.7) . 100
(14.3/85.7) . 300 (42.9/257) mg/kg/H. ¥ = :0, 35 (5/30) . 105
(15/90) . 175 (25/150) mg/kg/H ]

TNT ATV VAT 7 MY Ty TR 6~15 B, 7% X CIIAEiE
7~19 HIZROHEE Lz, 7 v FTiX 100mg/kg/ H LI EORETRIAI RS
TR IIAE K OV R IRSE - SR D BN, 37 QNS AEAERR AR DB 2358 B,
BEW M OPR IR ISR+ 2 EHMERIT 30mg/kg/H &2 bz, VI XTIX
175mg/kg/ H BEO RFENY) TWBEN 2 Hav, BRSNS, FR IR OV R
BIEFE T RO, W ONCATERR BRI OB A3 380 B v, BB K ORI %t
THEMEHAEITWTNE 105mgkg/H B2 6N, WTHORRBRIZENTH
1 Tﬁ/r n:uy)%ﬂfcfﬁ)’)f;o

(7T AT 7y k0, 1, 3, 10mgkg/H, ¥ F* :0, 5. 15,
25mg/kg/ H ]
TINTATIVETy NTIIR 6~17 H, UH X TIHAIRE 7~19 BIZR O &S
L7z, 7 v F Tl 10mg/kg/H ﬁi“(%ﬁ}qfﬂﬂﬂﬁfﬁ fﬁ'&ﬂﬂﬁfii&()\%ff?&ﬂfﬁit
%@i%ﬂﬂ\ EERRBOBA . WICBRBEREOKR TR LL., BEW LU
Wk 5 EEH &% Smg/kg/H &%7\_ LTz, UYHFTIIREM LR - IR
RA~OEBIIA LT, BIERARIT 256mg/kg/H L& 2 bz, WTFhoRBRIC
:Jbl/‘“C IM WIEITRRD o T2,

[(WAZ77> b UY; 7> b0, 100, 300, 1000mg/kg/ H., 7H X :0,

100. 500, 1000 mg/kg/H ]

NAT 7 b ATy FCIREE 6~17 B, 79X TR 7~19 BifEO
BH Lz, WIFRoRRICEW T, mMHED 1000mg/kg/ H # TRE K&
O - IR~ BT D T, HFEHRIIRO R o7, EBIEHE
X, WP h 1000me/kg/ H &5 2 Sz,

3) HAMRUHAERDRALVICEHADHEEIZET 5 (Sv )
[(TIVT AT« A7 7 bV 0, 5 (0.71/4.29). 25 (3.57/21.4). 50
(7.14/42.9) mg/kg/H ]

Ty MITAT ATV« VAT 70 b U RIENR6 B D 0M4% 20 B E TR O
BhHL7-EZ A, 50 mglkg/H ﬁif“ﬁiﬁ)ﬁ?ﬁ%ﬁf’ﬁﬁ@@ﬁ\ %W?&%ﬁﬁt%ﬁ)%ﬂﬂ&@
AFRBORAD BB iz, H %@E’ﬁi%\é . ATHE) - HERe K OVESRRE
HEBEIALONR P T, ARBRICE T 2BEH&EIX, FEIWIZX LT i 25
mg/kg/H . HAIZ L TIiE 50 mg/kg/ A EHEE SN,

4) FERRUSEFYORKZICET HHE (Tv )

[TIAT ATV VA T77 2 hY 2 0, 100(14.3/85.7). 300 (42.9/257). 1000
(143/85T)mg/kg/ H ]

BEA ST v b (3~b5 ) ICT AT AT« VAT 7 N % 13
AEROEE LIRR, BB /RN bN, BT a7 7 A VISR
Ty hEOBEWNIRD NS,

[7 VT AT v 00, 10, 30, 100 mg/kg/H]
BESLATENE T > MICT VT AT V&R THIND 21 H iﬁx M5 L7 R
100 mg/kg/ A BEDOUESE + S8BT i fn K OE B D JRAIAE FEE 235880 H A7z,

(7T ATV 0, 30, 120 mg/kg/H ]

TIVT AT KT B L A & OREME 2T 5720, 7 Bl S8
BRIt L IC R G2 RE LRBT 2 e A A L 7S5, 7~13 Hilink
W 14~21 HEW#ET, SECROEER—BRREOZIPRD iz, b\a“zMD
BT HITE) - BEEEREICERF XA LT, MOREMSRA I
WCT VT AT VOBEBEEEBITRD bihhol,

BFRRIBER UEERESE (DYF, TUR)

TNT AT DT Y X2 AT RE —RREERER, RO~ 7 22 TR
U U RERBROFER . T T AT L O— RN K OB AN A2 R T 5 [
JSIERRD b o Tz,
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(1) ZDtn%ikE"

1) #ESHICEATIERMER (Ty k. 41X)

TNTATNADT v MR OA X & =ik s I B3 2 R R n0s B o i 5
7 BHREILL EOFHAENEEGIZ X 5 20 mg/kg/ H UL EORETIE, EICFARFER AR O
BToa—a U OEMERED NN, 5 HME TOHRANKE TIEA LR
T, Fo, ROEG TR 13HERARERGHRBOREHE (7 > b 200 mg/kg/
H., 4 X :300 mg/kg/H) BFETHHBIEINRNoT,

2) AELEM (¥DR)
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(201948 A) Risk Summary
Published data from clinical studies and pharma-
covigilance data have not established an association
with artemether/lumefantrine use during pregnancy
and major birth defects, miscarriage, or adverse ma-
ternal or fetal outcomes (see Data).
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The estimated background risk of major birth defects
and miscarriage for the indicated population is un-
known. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background
risk of major birth defects and miscarriage in clini-
cally recognized pregnancies is 2% to 4% and 15% to
20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal
Risk

Malaria during and after pregnancy increases the
risk for adverse pregnancy and neonatal outcomes,
including maternal anemia, severe malaria, sponta-
neous abortion, stillbirths, preterm delivery, low birth
weight, intrauterine growth restriction, congenital
malaria, and maternal and neonatal mortality.

Data

Human Data

While available studies cannot definitively establish
the absence of risk, a meta-analysis of observational
studies including over 500 artemether-lumefantrine
exposed women in their first trimester of pregnancy,
data from observational, and open label studies in-
cluding more than 1200 pregnant women in their sec-
ond- or third trimester exposed to artemether-lu-
mefantrine compared to other antimalarials, and
pharmacovigilance data have not demonstrated an
increase in major birth defects, miscarriage, or ad-
verse maternal or fetal outcomes. Published epidemi-
ologic studies have important methodological limita-
tions which hinder interpretation of data, including
inability to control for confounders, such as underly-
ing maternal disease, and maternal use of concomi-
tant medications and missing information on the dose
and duration of use.

Animal Data

Pregnant rats dosed orally during the period of or-
ganogenesis [gestational days (GD) 7 through 17] at
50 mg/kg/day artemether-lumefantrine combination
(corresponding to 7 mg/kg/day artemether or higher, a
dose of less than half the maximum recommended
human dose (MRHD) of 1120 mg artemether-lu-
mefantrine per day (based on body surface area (BSA)
comparisons), showed increases in fetal loss, early re-
sorptions, and postimplantation loss. No adverse ef-
fects were observed in animals dosed at 25 mg/kg/day
artemether-lumefantrine (corresponding to 3.6
mg/kg/day of artemether), about one-third the MRHD
(based on BSA comparison). Similarly, oral dosing in
pregnant rabbits during organogenesis (GD 7 through
GD 19) at 175 mg/kg/day, (corresponding to 25
mg/kg/day artemether) about 3 times the MRHD
(based on BSA comparisons) resulted in abortions,
preimplantation loss, post implantation loss and de-
creases in the number of live fetuses. No adverse re-
productive effects were detected in rabbits at 105
mg/kg/day artemether-lumefantrine (corresponding to
15 mg/kg/day artemether), about 2 times the MRHD.
Artemether and other artemisinins are associated

74




with maternal toxicity and embryotoxicity and mal-
formations in animals at clinically relevant expo-
sures; however, lumefantrine doses as high as 1000
mg/kg/day, showed no evidence to suggest maternal,
embryo- or fetotoxicity or teratogenicity in rats and
rabbits. The relevance of the findings from the animal
reproductive studies to human risk is unclear.

8.2 Lactation

Risk Summary

There are no data on the presence of artemether or
lumefantrine in human milk, the effects on the
breastfed infant or the effects on milk production. Ar-
temether and lumefantrine are transferred into rat
milk. When a drug is transferred into animal milk, it
is likely that the drug will also be transferred into
human milk. The developmental and health benefits
of breastfeeding should be considered along with the
mother’s clinical need for Coartem and any potential
adverse effects on the breastfed infant from Coartem
or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential
Contraception

Use of Coartem may reduce the efficacy of hormonal
contraceptives. Advise patients using hormonal con-
traceptives to use an alternative non-hormonal con-
traceptive method or add a barrier method of contra-
ception during treatment with Coartem [see Drug In-
teractions (7.5)].

Infertility

In animal fertility studies, administration of repeated
doses of artemether-lumefantrine combination to fe-
male rats (for 2 to 4 weeks) resulted in pregnancy
rates that were reduced by one half. In male rats
dosed for approximately 3 months with artemether-
lumefantrine combination, abnormal sperm cells, de-
creased sperm motility, and increased testes weight
were observed /see Nonclinical Toxicology (13.1)].

534

F—=A T VT DHHE
(Australian categorisation system
for prescribing medicines in preg-
nancy)

D (2020 4F 06 H)

<BE>F—RANZ VT OFOME : Australian categorisation system for

prescribingmedicines in pregnancy

D : Drugs which have caused, are suspected to have caused or may be ex-
pected to cause, an increased incidence of human fetal malformations or
irreversible damage. These drugs may also have adverse pharmacological
effects.
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KE O SLE | 8.4 Pediatric Use
(201948 A) The safety and effectiveness of Coartem Tablets have

been established in pediatric patients aged 2 months
and older with a bodyweight of 5 kg and above for the

treatment of acute, uncomplicated malaria /see Clini-

cal Studies (14.1)]. The safety and effectiveness of
Coartem Tablets have not been established in pediat-
ric patients younger than 2 months old or who weigh
less than 5 kg. Pediatric patients from non-endemic
countries were not included in clinical trials.

76



XII. %5

Xm-1. ZAHF - REXIEIC
P L T B& R $I r %
T33(12H=>TDH
SEER

(1) #9#% N e P R
W - Ko TBWEbEEDO] OHERRE
(2) BRLE - BAMRUY ARl iEd 25 &
BRE®REF1—T0 | BEg #FRO HWEbEED] OHEBR
BiEtE

XIM-2. ZOMOBERS | FUBERL

7



INWFTAR Tr=Vix\Ett

EREHEXRE . P91-23-1 T105-6333

RIA00004ZG0002



	表紙
	目次
	Ⅰ．概要に関する項目
	Ⅰ-1. 開発の経緯
	Ⅰ-2. 製品の治療学的特性
	Ⅰ-3. 製品の製剤学的特性
	Ⅰ-4. 適正使用に関して周知すべき特性
	Ⅰ-5. 承認条件及び流通・使用上の制限事項
	Ⅰ-6. ＲＭＰの概要

	Ⅱ．名称に関する項目
	Ⅱ-1. 販売名
	Ⅱ-2. 一般名
	Ⅱ-3. 構造式又は示性式
	Ⅱ-4. 分子式及び分子量
	Ⅱ-5. 化学名（命名法）又は本質
	Ⅱ-6. 慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	Ⅲ-1. 物理化学的性質
	Ⅲ-2. 有効成分の各種条件下における安定性
	Ⅲ-3. 有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	Ⅳ-1. 剤形
	Ⅳ-2. 製剤の組成
	Ⅳ-3. 添付溶解液の組成及び容量
	Ⅳ-4. 力価
	Ⅳ-5. 混入する可能性のある夾雑物
	Ⅳ-6. 製剤の各種条件下における安定性
	Ⅳ-7. 調製法及び溶解後の安定性
	Ⅳ-8. 他剤との配合変化（物理化学的変化）
	Ⅳ-9. 溶出性
	Ⅳ-10. 容器・包装
	Ⅳ-11. 別途提供される資材類
	Ⅳ-12. その他

	Ⅴ．治療に関する項目
	Ⅴ-1. 効能又は効果
	Ⅴ-2. 効能又は効果に関連する注意
	Ⅴ-3. 用法及び用量
	Ⅴ-4. 用法及び用量に関連する注意
	Ⅴ-5. 臨床成績

	Ⅵ．薬効薬理に関する項目
	Ⅵ-1. 薬理学的に関連ある化合物又は化合物群
	Ⅵ-2. 薬理作用

	Ⅶ．薬物動態に関する項目
	Ⅶ-1. 血中濃度の推移
	Ⅶ-2. 薬物速度論的パラメータ
	Ⅶ-3. 母集団（ポピュレーション）解析
	Ⅶ-4. 吸収
	Ⅶ-5. 分布
	Ⅶ-6. 代謝
	Ⅶ-7. 排泄
	Ⅶ-8. トランスポーターに関する情報
	Ⅶ-9. 透析等による除去率
	Ⅶ-10. 特定の背景を有する患者
	Ⅶ-11. その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	Ⅷ-1. 警告内容とその理由
	Ⅷ-2. 禁忌内容とその理由
	Ⅷ-3. 効能又は効果に関連する注意とその理由
	Ⅷ-4. 用法及び用量に関連する注意とその理由
	Ⅷ-5. 重要な基本的注意とその理由
	Ⅷ-6. 特定の背景を有する患者に関する注意
	Ⅷ-7. 相互作用
	Ⅷ-8. 副作用
	Ⅷ-9. 臨床検査結果に及ぼす影響
	Ⅷ-10. 過量投与
	Ⅷ-11. 適用上の注意
	Ⅷ-12. その他の注意

	Ⅸ．非臨床試験に関する項目
	Ⅸ-1. 薬理試験
	Ⅸ-2. 毒性試験

	Ⅹ．管理的事項に関する項目
	Ⅹ-1. 規制区分
	Ⅹ-2. 有効期間
	Ⅹ-3. 包装状態での貯法
	Ⅹ-4. 取扱い上の注意
	Ⅹ-5. 患者向け資材
	Ⅹ-6. 同一成分・同効薬
	Ⅹ-7. 国際誕生年月日
	Ⅹ-8. 製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	Ⅹ-9. 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	Ⅹ-10. 再審査結果、再評価結果公表年月日及びその内容
	Ⅹ-11. 再審査期間
	Ⅹ-12. 投薬期間制限に関する情報
	Ⅹ-13. 各種コード
	Ⅹ-14. 保険給付上の注意

	ⅩⅠ．文献
	ⅩⅠ-1. 引用文献
	ⅩⅠ-2. その他の参考文献

	ⅩⅡ．参考資料
	ⅩⅡ-1. 主な外国での発売状況
	ⅩⅡ-2. 海外における臨床支援情報

	ⅩⅢ．備考
	ⅩⅢ-1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	ⅩⅢ-2. その他の関連資料




