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5.1 AFllav 7 VA~ (=59 PREBEOREGL) 12IZRhEH» 7%
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5.2 BHlEESPRBALEZAOIEET I TEEIIBL TR, K
ROBEN+FITB N VWATREESH H7-0. MORELE
EBI B E,

5.3 ZHH~YSUFICH LT M2V RSO/ 7 =)L % Bk s
LicE&E, BREPLEILITRESNTWS, ZHE I Y 7 X
JIE~Z ) TICBBESNRITEROINSDRHIZEE YT Y
THREZDRBICHAWAEEICIZ. BRICFEL, v U TH
HOKRRICN T 21EEE2RTEANCL BB ZRT ST &,

5.4 FRIXIZEHPZEDsNTWwWAaEvI Y 70EETIE. R
BRBEERHIRETH S M. AFEHAVSIEEICIE. MEF
OvI) TERFEEEICE=Y—T 5 &, [7.350]

T
5.5 D~ IV 7IHEGFRIN G E X T AR OLEN 2 HE
IR 22 & [8.45H]

6. iENURAE

B
A
WE. LHIET hNay/Far7 Z)UIEBRE L L T1000mg/
400mgz3HM. BRICEOKRET 2.
IR
BE, BEIGUT b/ Tu 7 Z)UERBIEE LTTERO
#E5&EZIHIEBHM., BRICEORET 5,

5~8kg : 125mg/50mg

9~10kg : 187.5mg/75mg

11~20kg : 250mg/100mg

21~30kg : 500mg/200mg

31~40kg : 750mg/300mg

>40kg : 1000mg/400mg
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A
WE. IHIE7 vNT Y/ Ta sy = )LIERE S L 7250mg/
100mg#z. <Y 7 AT EE 24~ A8RERIAT L D BB L. i
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59 %,
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BE5EZIHIE, ~F ) 7 RATHIEEE 24 ~ 48R AT & U Fida
U BATHUHSORAE P R O AT 2 BEN 72 R 7TH R, BHERIC
RO/ST %,

11~20kg : 62.5mg/25mg

21~30kg : 125mg/50mg

31~40kg : 187.5mg/75mg

>40kg : 250mg/100mg
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7.1 REBINSC THBPR LD LA ZREIRT 22 &,

7.2 RROERERTTH 2T bNTVIFEE RN TRNEPET
570, BRIIAMBE EBICIHIEEBHED 5N 7zFE
ICHEESESZ &, [16.2.15H]
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9.2.2 EENBEEDNHZEE
BELEWZ L, RRAIORARSTH 2 077 = )LOHEE
BIEL, MAEEN RIS L CRIERDPRIET 3 &M@tk
B, [2.2, 16.6.35H]

(GhBEHE)

9.2.3 BEZEDH2EE (EEDNBEEDHDEEZRL)
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WWERBRYTIUA Y M 2#FELTRV, KFOBREHRD TH 5
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14.1 EHIRZMEOER
PTPEEZOEAIPTPY — b2 6WMOH LTIRAT 5 & HHEE
T5Z &, PTPY— FORKICK D, BV HAIAEEREA
FIAL, BICWREA2B8 I L THIRRAREDEE 2 EHHIEZ H
HTDH5IENDH 5.

15. ZDthDFR

15.2 FEERAREHBRICE D < 15%R

15.2.1 7 "NV ROTa 77 ZVIERIED A XIZB 3564 A
BB ESREBICBWT, 707 S VIERERSEICLE
(AIDE) OFFHEMEMEABERE X OBEER R DOEENS A LN
770

15.2.2 7 b N2 YOI AOPARKREICB W T, BERNE
E 2 615 FEYRHEROFEICEE L /- RSOy
HHENTz,

15.2.3 7u 77 Z L OEER#Y T H Scycloguanil (DHFR
PBEERAZET) HMEZAV-ERERZEABTRETD
S T A YOSEMBE B WO E T RAE ERE K
OV T AZRAW/IERBETREEEZRLIZ. L2LAEDS,
cycloguaniliC &5 N5 DEEIE, 7+ Y YEBOBRIMIIE>T
Z L HERUIETE L.

16. 4IRS
16.1 MERE
16.1.1 BOgS
(N EFERALOBI & 0 RICARFI4SE (7 b3y - Tas 7= VIEBEE LT
1000mg - 400mg) % Bf%ICHERRORS LizBolifEfy byxay, Fus
7 =V Rk Ucycloguanili& EHaS 2RI, EYEIE ST XA -5 ZRKUTRT,
10 5007 —e— FOYT7ZIL

2
}En —O— Cycloguanil
38 ~ 400 1
X 10 = 500
EE 3 ) 1 400
=6 £ 300
A 6 " 300
3 4 T 200
P i ]
_z 4 2 H 200 100
- ) LR ,
7 2 o 6 12 18 2 H 00 0 6 18 24
i
0 T T T ! 0
0 100 200 300 400 0 100 200 300 400
5% (hr) 5 %R (hr)
7Ny 7u 77 =)V KkUcycloguanil

B EBERAICKHF4LE (ZPhNIY - 7097 ZVIEEEELT
1000mg - 400mg) ZREICHEOROZS LFOMmRFREHE

(FHIEL1RERZE. 1061)

R BEREAICEELE (DY - FOT7ZIVEBEELT
1000mg - 400mg) ZR#ICEEEORS U iFnmiEH o FyE)
RBBNSX—9

HIEHR SEYBIHE/ ST A — &
Cmax (pug/mL) 7.3%£2.9
N tmax (hr) ® 32, 4)
7RI AUCee (ug - hr/mL) 466.7+200.6
ti2 (hr) 69.5+19.6
Cmax (ng/mL) 364.5+£93.1
o tmax (hr) ® 3 (2, 6)
7RIT=N UG- (ng - h/ml) | 48372215738
ti2 (hr) 18.0%£3.4
Cmax (ng/mL) 86.0+52.1
Cycloguanil tmax (hr) ® 6 (4, 8)
yeiog AUCo~ (ng - hr/mL) 1396.8+603.7
tiz (hr) 18.6+4.8

Pl EERE (1060). ) hRE (FH)

()RR ASHIIC 7 b N T 2 $E25~450mg & # N 2Nl & R ICBERE %S
L7z MR 7 hN3 > OCmax K AUCIEZ S B0 Hf] LT
U725, 750mg T S BIEMOE &% R > c#EmL7: GHEAT—
%o

)RR A 70 7 7 Z UIEERE200mg % B EHE 3% 5 U /- B o) I 4
Za sy =)L Otmaxid2~4EEETH D . MGER P TH - 722 (41E
ANT—%)s

(4) RRERL A3 71 77 = VG EEES0 ~ 500mg % B AR 1% 5 U 7z B D IR
BRIRSBOHBETHAEEZRLZY WEAT—%).

B)7 AV ROTa T TV EMARS LBEOT Nay, Sarsy
=k Ucycloguanil OB REIE BG5S & AN CTH S P ZE(LIEH 5
NTng,

16.1.2 EMeHES
R, ~ 70 EAKMERUY 70 NERRA5ESEE T
ZRARHIBEEORS LR ERATTT GIEAT—5).

%) BEEAALTYSOVESRRUTSOYI\RRAESHRERSCEE
015 LB OPK/TS X — 5

vouay 7vIuar
; By ) BT
S g o =} PN " )
WERR | o5y %@ﬁ $éi%;ﬁ(%%%ﬁﬁﬁ%®
Cmax 1.25
ATy (ug/mL) 3.40 4.23 (1.14, 1.36)
AUCo-+ 265.3 353 ] 1.33
(ug - hr/mL) ) ) (1.25, 1.42)
Cmax 0.94
177.2 167.2
Fu s =L (ng/mL) (0.89, 1.00)
- AUCo+ 1811 1923 1.06
(ng - hr/mL) (1.00, 1.12)

BN E
) v Iu ESEICNT 5T u /NERARATEOSAFESH

16.2 TRUY

16.2.1 BEDOE

(MR AL6FIC7 b a  NARER750mg % BEFEOHS L RO
Cmax & FAUCH-ZIERTH2.5~3.5F I L7z (£3). £/, M4
FY "NT 2 Dtald 9~ TSR Th 72 (HEAT—%). [7.220]

R ERERABHICT MNIVAARER/SIMgZER TRURKRICE
ERORS LI OZYEE/NS X —9

Cmax tmax AUCo- t12

(ug/mL) (hr) (pg « hr/mL) (hr)
MBET 3.34£0.85 | 9.6%x16.0 | 324.3£115.0 | 75.2£22.5
B 11.61£3.00| 4.9+1.7 |800.6+319.8 | 69.1+19.8

FHE L FERE (166])

Q) 7aZ7 = LVORRICEEDE
%)

16.2.2 NAATRASEUFT 1
HIVEZFIC 7 b33 U E750mg % &% IC BEE L3S L /- B ity
NATTRAFTE) T 41323211 %ThH -7 HNEAT—%),

16.3 910

16.3.1 DHEE
HIVEEZEIFICZ 7 b33 > O37Tmg % BEFARNR S L /- O RARIE
0.62£0.19L/kgTH>72 (HEAT—%),

16.3.2 MRZFEH/EE

(M n vitroT. 7 MNa Ok FEEAEERIZNBTH . £91~90
pg/mLO#EFET—E T -7z,

(Q7ur7=)Loe P FEEAKEERIEITS%TH S,

(B e PIICBNWT, 7 MNNAY RSO T T VB ENENOREE I
EBERIEES GNP,

16.3.3 IMERFETT
TR AFIC 71 77 = )VIEBIE200mg & AR O 5 L7-k, u s
7 ZIVIZMEREAEA U, MR RE MR EEONSEE 25722 (4
EAT—%),

16.4 {4

16.4.1 {X#iEESR
In vitroT. 70277 Z)VIZFE CeycloguanilicfR#EF s, AREHCIEE
IZCYP2CI9M 54 5%,

16.4.2 EILTFZE

(1) f#EER A TDCYP2C19Mpoor metabolizer (4f) ICA&HIGE (7~
Oy - Fury U E LT250mg - 100mg) % 1H LE 13 H R
5 U 7-B ot cycloguanili@fEidextensive metabolizer (91) &b
HEL . TS T oVBEEIDT2ICED 510 BHEAT—%),

(2)n vitrolcBWT, Tur 7 ZVRBOBEFEZHMI a7 L e T
NIV OHRABREICE BT THRICEEL RIS LW T EHTHER
EnTna?,

16.5 HEttt

16.5.1 HIVEEHIFIC 7 bN 3 > OFI37Tmg % BEEMRNIRS L 72O CLIX
10.4+5.5mL/min. t121362.5+35. 38 TH -7 GHEATF—%).

16.5.2 A4 [“C] E#A750mg % BERE %S LRI B WL
T\ 1EEAEDOWERE THRE2 HEMNICR S8 D% D LI Rz
A& LTt SN TBY, RPICiiZEASHt s Nz -7 (0.6%
xi) (JMEAT—%),

16.5.3 fEERA6HIIC 71 77 = LIEREIE200mg % 1 H 1[E7 HEE D% 5
U7-BE, BS54 E TIc /a7 S VIR EED24.4£7.5%,
cycloguanilid11.2+4. 2% Rt s 728 (SHEAT—%).

BawesEzonhzY GHEAT—



16.6 HEDERZHIDEE
16.6.1 IR
(MEEEFER~Z ) TONREE (5~12m%) Il 2 RICT hNay
(#917mg/kg) RO 70 s 7 = )LIEEEE (97mg/kg) ® &2 &%ICIH]
EB3HMBMRAKRSE L-BomEhiciz, 7 hNay, 7ol 72V RO
cycloguanilH s n7z (F4) HNEAT—%),
=4 SHHFARISUTONEBE ~12F) IC7 NV (#17mg/
kg) RUTOI7ZIVIEBIE ($97mg/kg) ZREIC1E1C3E/MGH
RgS UBOEYERE/INS X—9

HIERR EYHEIST A =%

Cmax (pug/mL) 2.81+1.44

. tmax (hr) 11.4+7.6
TR AUCow (pg - hr/mL) 161.8+126.9
ti2 (hr) 31.8+8.9

Cmax (ng/mL) 244+92

— tmax (hr) 8.0+3.0
TazT =N AUCo (ng * hr/mL) 4646+1226
tiz (hr) 14.9+3.3

Cmax (ng/mL) 35.6+23.3

Cycloguanil tmax (hr) 7.5+2.8
yelos AUCo (ng - hr/mL) 787£397
tiz (hr) 14.6+2.6

S fE + IR (9f])

(& E~ 7 ) 7 OmRATHIRICTERE S Z2/NRICT bxar e Tu s 7 =)
WIE % &6 9 28EH 2 6 )R 1 2B OHREG Lz RO mEEHRIcsy . 7 by
v, Fu 7 ZVEUcycloguanilStet S iz (£5) (HEAT—%).
x> BFHISUTOEMMTHIRICERETZMNECT vNTVETOS

T ZIVIEEE Z 2E T 2RI Z6X 31 2BRIHR %S U I s miks

BE
o 7 b3y | Fur7 =) | Cycloguanil
SRR fE (ug/mL) | (ng/mL) (ng/mL)
10~20kg 2.8%1.4 12.8+8.8 9.2+3.9
- 21~30kg | 3.3%2.0 16.1+8.5 7.9+2.3
31~40kg 4.9+1.9 24.1+12.8 9.8+6.5
4lkgbl E 3.6x1.8 22.0£9.0 9.6+2.8
10~20kg 2.2%1.1 13.3+7.6 6.7+1.8
12 21~30kg 3.2+1.7 16.2+7.2 8.3+4.4
31~40kg 3.0£1.6 37.2+37.1 11.0+5.7
41kgbl E 2.2+1.3 21.3+12.3 9.0+2.4

THE HZERE (6~ 36/))

Q) BHEEEH T 7 ORBENIRER~T ) 7OFHICB T 2HARS
NROMEERT FNT 2 RONT T T =)L O RSB RERRT O R
5. KEST bNAVROTO T LOFEOZ )75 A (CL/F) I
KELEEERIE L. 7 8NN YOCL/FICH U TIIKE. A, HHI
ROTF IHA 7Y OB 7 NI ORHERE (V/F) 1IZxfLT
I3MEE, 707 Z)VOCL/FIcf L TIRAEER AR, Far77=)Lo
V/FIZR L TR ARERUER (I5RBRCISERIUT) 25, ThEhitZeg
ELTCERS N WEAT—%).
®6 RARVNEORERURECHEVT SNTY - TOJ7 ZIViEE

BERS UEOFRIPKINS X —5

7 kg Y]
#58 | Cmax | AUC® |#&58| Cmax AUCH
(mg) | (ug/mL) |(ug-hr/mL)| (mg) | (ng/mL) |(ng-hr/mL)
B
MR 125~750 |2.47~4.29| 52.2~86.7 |50~300|169.6~328.7| 2611~4706
(5~40kg)
BA 1000 |2.78~5.26]60.5~112.8| 400 |212.0~313.8| 3642~5826
(40~80kg) e Rt o
%]';ﬁfis)
IR
(20~40kg) 62.5~187.5|0.81~1.39| 17.1~29.8 | 25~75 | 42.8~82.4 | 659~1180
BA 250 1.06~1.85] 23.1~39.8 | 100 | 54.7~84.8 | 940~1574
(40~80kg) et Bt e
ED) REAROYL—ADOBHEE (F NIV 7Y VIEMARE) 1B
\J %P REE

F2) BEAOBEICH T2 TEME (NETIKISHMT. RATIRISHHE)

F3) 167% @ FIEHR 548~ T2 O AUC, T @ EHKEROAUC

H4) 7Ny - sy o VERER T HIE3HMES LzBo3HE
DFRIPKIST X —%

&ES) 7 hNay - Sursy S VIERER IHIERIHERS LZEEO21H
HOFRIPK/ST X —%

16.6.2 SEE

BERERE (65~79%) 13fI %R OREEEE (30~45/%) 1362 Ric

KE28E (7 hoNa Y - Fu s o LIRS LT500mg - 200mg)

AENENEBICHEEROZS L-BICERE TCOMEF7 bNa>v0

AUCor =3 BHEE & HNTH29%E L 1213801 .8FE m o7z mET
QMR T T 77 =)L DAUCH=EHFEE & HKI23%. Cmaxld & EEH
EHARIBLI%EM L, MEEFcycloguanildCmax & AUCh» & Z 2
HIBIKU36%EM L 7z (FHEAT—%). [9.85H]

16.6.3 BHREETE

HEOTHEMTE (Cler: <30mL/43) 136I% OEEERA 1361 % MR

ICAHREE (7 N3y - Fu s o VIEREE L T500mg - 200mg) ®

EENZTNAEBICHEERORS LB, SHREETE CIHEERA LT

NRCT7 INAVOBBERIIERICE TR Lz, /oy BEEOBRERTET

o IfEF 7 a 77 =LK cycloguanil® AUCo« 1 AR ICHEM L, b

EELL WHEAT—%), (2.2, 9.2.1. 9.2.2%H8]

16.6.4 FTHEERTE

#% (Child Pugh%8 : 5~6) ~H% (Child Pugh®¥ : 7~9) @

RS REAR & 13061 X OV AR 1361 & St R ICAARSEE (7 by - T

77 Z)UIEEEE & L C500mg - 200mg) P& ZhEhBEICHERO#RS

L7zBQIMEFR7 bNT VOBBERICHS P RELIZRD oL h 5Tz,

F7z. HREEETE comEEnh 7 a2 7 =)L AUCr- LB A

THIBWIEN L7275, Cmaxk Uil S 2B bIdiBD o Nz nr -7z,

B, BEEOFBERTEDT—v3BoNTuAEL FEATFT—%),

16.7 EYEEIER
16.7.1 Jx=ZhAY

FRERRLAL2611C 7 /83 IBBTE1000mg % 7 = = b 1 >600mg & BLE

ARG LMD 7 2= b OFRYBRICT PN 3EBERITELH

-7 BHEAT—%),

16.7.2 UT7VEYY

HIVEZFIFNCT NI BEBR7S0mg % 2B &, V77 ey

600mg# 2485 & LI ARR OIS L7z o it 7 ~ Y3 > dCavg, ssid

GERTHRISIBIET L tr2ldkU33ReAERE L7z (MHEAT—%). [10.25H]

16.7.3 U7 TFY

TREERLA 2460112 7 b N T VB 750mg % 1 H2E RO 7 7 7 F > 300mg

ZEBICIHIEI4EBE AR O®RSES Lo mEEF 7 Y3 > o AUCss

WO THIBA%IE TR U b3 14RERE L7 (SMEAT—%). [10.2&

i)

16.7.4 AW T 7ARFHY =)L F<UXRTUL

BE~TEED= 2 —E Y AF AR ZFE L 72 AIDSEF19FICT b

NI VEERI0O0mgEIHIE. ALT 7 A RFHF =)L bYRX KT

1 2 (1600mg - 320mg) #*1E3EMHRZS LzBOmEH7 bAa>o

Cavg,ssl3 BB T1310.7+5.9ug/mL. B CIL10.6+7.7ug/mLT

bHote BHEAT—%),

16.7.5 Y RITIY

HIVEELABIC T M3 V8E750mg % 12BB & ¥ R 79 2200mg

Z QR SIS LD 7 FYa > dCmax,ss. Cmin,ssK O

Cavg,sslEWINLHAICE2EEBIAONE P STze —H. YRTVV

DHPTORELDT VT T 2 RFFFAICE DFI25%E T L. AUCIZKI33%

L7z GHEAT—%). [10.2208]

16.7.6 T RSYATJUIYRUOAMIOFSER

MEEF7 M VBEET STV 270 Y OHATRIORETR LY, £

Joo MEEHR7 RN OCssld. A M7 a5 3 ROGFH THRS8WBET L

7z BEAT—%), [10.22H]

16.7.7 ZDiDEH (MRELEHERIT < GEIHDIRNEH)

T ENaR BOMEEAKAER (9%8) 2Rd ers, MEEH

fEaRrE REHOR W OER E MR T S HEICITEEICITS 2 &,

BB, TINIEF ==, Tz b A2 TLT 7Y, AT 7 A

FEYY =, AV RRAY Ty DTEINADIn vitroMBEE A I

HERIISHEVWIENS, BAKAOEEELRICKDE L WEMHEER

DHEATHAEEEVEEZ SN S,

) AHIZBBRICHV25E0OKRARE. BRACIZIBIET b -
7Ju sy Z)VIEEEE & LC1000mg - 400mgTdh S, AREl%E FHICH
WAIBEOERBARIE. MAIIZIBELIET b3y - Fus7 =)L
ERiE L LC250mg - 100mgTa %o

17. BRERRAE
17.1 BHUERUREMICEET DR

GaE)
17.1.1 ;B MAREER

PFrETICT, BMEOLRWEHRAFER~Y T Y THRABEEZNRE LT,
7 RN 1000mg. 7 a7y = )UIEEEIE400mg % 1 H 1EB3HE#S L 724
BERDTFICRT (£,

xR BEME CEREGIED)

BSES 5 E ERE R BRRHIE (%)
BER~T)T NG| 80 80 (100)
BINES BYXF I
(Semi-immune™®) | AL 7 7 K¥ > > 80 79 (98.8)

#) Semi-immune : ¥ 7Y PH{THIETEENE S, AEL T YTIC
BELTHONLGELZEES LA



7 }N21000mg. U Y7 L EEHEA00mg i 5 BT B 2 BIER

FESEE L. 78.0% (64/82f1) TH -7z, EREIEMIZ. FEFE28.0%

(23/82051) . fE7A28.0% (23/82f3) . #&S1E24.4% (20/82f3]) T -7z,
17.1.2 BASE MEEER

AT AEOZ WARRER T U THRABEERRE LT, T

N 1000mg. 7177 ZVIEREEA0mg % 1 H 1 EB3HM#S LR %

PURICRY (R2).

R2 HEAE CamBlE)
TR BE5RE HERER | BEsIE (%)
BEEB~T T AH 79 79 (100)
( Sem?fi}r\n ane@) ATaFy 79 68 (86.1)

#) Semi-immune : ¥ ) PHATHIBTEENES, AEL I 7IC
BERL CHOMN L mE2EE LA

7 b33 21000mg. 7077 = UIEERIEA00mgiR 5B B U B BIfER
FBAE L, 2.2% (2/9161) Th-o7z. ZONRIT. BIE. B, FiE
K#&1.1% (1/9161) TH-7z.

17.1.3 BAS MEHER
TIINITT, BFEDRVWEERER~Y T ) THRABEEZNRE LT,
7 b3 1000mg. Fu r 7 = )VIEEEEA00mg % 1 H 1E3H B 5 L7- 4
RELTIORT (X3),

R3 BERE (aREEIE
TR "5 WERER | IEEAIE (%)
BEEB~I) T A 74 73 (98.6)
A BE Fo—F+
(Semi-immune™®) | ¥ kS5 A 7 7 76 (100)

) Semi-immune : ¥ 7 U TH{THIERTEFNE S, fAEL<T ) TIC
REL TR RELZEE LA

7 bNT21000mg. 77T = IVIEEEEA00mgi 5B B 2 BIfER
FHIBEE L. 65.5% (57/87H1) TH -7z, ELBEIER . IEFE29.9%
(26/87f31) . $E5E21.8% (19/87H) Ta -7z,

17.1.4 855 MAEEER
HRANTT, AFEOLVWAKEER YT ) TRABEENRELT, 7
PN 1000mg. 7077 Z)ViEREEA0ME % 1 H1EI3HB# 5 L7 f5R
ZLTICRY (F4),

x4 BEME CoEpIE)
xR Eaiia WERER | BmpE (%)
BEB~ T )T Al 63 62 (98.4)
(Sem?i}r\nlifne@) amodiaquine 63 51 (81.0)

) Semi-immune : ¥ 7Y 7HEITHIBR TEINES., AEL YT Y TIC
BEL AN REEEE LA

7 N3 1000mg. 77 Z)VEREEA00mg ik 5B B B REIEA

FEISERE 1. 56.6% (43/76f) Th -7z FuBIEMIE. BiD28.9%

(22/76f1) . MEM:26.3% (20/76%1) . RERE21.1% (16/7661) TH -7
17.1.5 ;BAE MR

75 YAIT, BHEDL WREMERS T Y THRABREEZNRE LT,

7 b3 »1000mg. S U r 7 = )VIEEEEA00mg % 1 H 1 E3H 5 L7- 4G

REDTITRT (R5).

RS AERE CAEEIE
R B 58 WEREE | WBREEIE (%)
BEH~T )T Al 21 21 (100)
EEA%% . halofantrine 18 18 (100)
(Non-immune™®)

¥) Non-immune : ¥ 7V 7IEFATHIBICEA TOTREZFR 22 WA
7 b33 21000mg. 7077 = UIEERIEA00mgiR 5B B U B BIfER
FISEE X, 60.0% (15/2501) TH-7-o ERBNERIZ. IEH44.0%
(1172561) EiD16.0% (4/2561). THI12.0% (3/256]) TdH -7z,
17.1.6 BASEMBHER

T4 UEVIZT, AHEOZ VARRERE YT Y TRARE (12K L
DNREET) ZXRELT, 7 NI 21000mg. 7077 VSRS
400mg#% 1 H1EBHEH#RS LR %2 DITICRT (5£6).

=6 BERIE (EREEIE
BSES 58 HERE ERAIE (%)
- AF 54 54 (100)

B~ 7Y T7/NR -

. . chloroquine 23 7 (30.4)
(12ﬁLj\J;) %&UEE chloroq%ineJr
(Semifir‘r;nunem) EYXF I - 32 28 (87.5)

ANVT 7 RFT v

F) Semi-immune : ¥ 7V 7HEITHIH CEFNES, fAELT T U TIC
BEL TN REEZEE LA

7 kN3 1000mg. 7027 Z)UIEEIE400mgik SR B 2 BIER
FIBEE I, 23.6% (13/55() TH -7 ZDOWERIZ. BEE10.9% (6/55
Bl). MBS, 1% (5/5561). Ein5.5% (3/5561). FAREERS.5% (3/5541)
THhH-olz,
17.1.7 BB MAEER

A —I2T BIFEDO R WEKEREE YT ) TRAERE (12K Eo/NE
REt) ARRELUTC, ARIEESE (185EH7 bY32250mg,. a7
ZIVIEREI00mg 2 &) 48 (7 YT 1000mg. 707 7 ZIUEERE
400mg) #1H1EBHBHRE LR 2 U RITRT (R7).

=7 EERNE CamEIEn
BIES B5R ERE BEIE (%)
BHE~T Y T/NR A 19 19 (100)
(1281 L) ROk chloroquine 13 1 (7.7)
NEH PUXZ Iy
(Semi-immune®) | L7 7 RF T > 7 7 (100)

) Semi-immune : ¥ 7Y 7HRITHIBI CEENE S, AELY T U TIC
REL TN mZE 2 EE LA
AR ERICB T ZEIEARBFEE X, 45.0% (9/2061) TH-o7zo 20D
MERIE. BD20.0% (4/20f1) . M&M:15.0% (3/2061) . AERE10.0% (2/20
Bl). FHI5.0% (1/2061) Td -7z
17.1.8 BHEMEHEER
AT, BFEOZWERSEHRA~ Y 7/NREE (5~12/%) 2XER
L LT, 7 N 20mg/kg. Fu s = ViEEEESmg/kg# 1 H1[E3H
G LR 2 ITICRT (R8).

=6 BERE CamfIEn
RR "5 WERE R | BRI (%)
BEE T T7/INR
(5~125%) B& Nl 26 26 (100)
(Semi-immune™®)

i) Semi-immune : ¥ 7Y 7HEITHIB CEENES., fAELY T U TIC
RBEL TN RELEBE LA
7 b3 20mg/kg. T 7 ZIVIERESMg/ kg 5B T 5 BIE
FFBUEE L. 16.1% (5/3141) TH o7z EREIEMIE. EIEL2.9%
(4/3161) T -7z,
17.1.9 ;BAE MAEEER
TFZTICC, BEO L WAKRER YT ) T/NREE (3~12%) =Xt
RELT, 7 N3 20mg/kg. Fa 7 ZViEREESmg/kgx 1 H1[E3
HRE#E G LR 2 ITRIORY (R9).

]I BERE CBEFIED
BSES B5R WERE L REHIE (%)
BB~ T ) T/NR AH| 81 76 (93.8)
(3~12%) B& halofantrine 83 75 (90.4)
(Semi-immune™®)

#) Semi-immune : ¥V PHATHIBTEEINE S, AIEL YTV TIC
BELTHANLmE2EE LA
7 b3 220mg/kg. T 7 ZIVIEREESMg/ kg 5BEIC B T A EIE
FFISEE X, 26.2% (22/84f5) TH -7, ELBMWEAIE. EHE13.1%
(11/8461) . &> FENES.3% (7/84f1) . 361£3.6% (3/84H) T -7
17.1.10 ;BN MAEEER

HRNTT, BFEDOZ WARERFHR~Y T 7/NREE (BHESkgh E
1lkgRi) ZxRe LT REVNEHEASE (1887 /Y32 262.5mg.
Tu sy Z)VEBE2 Mg &) &{ERESkgbl Eokg R/ NEBE I
E1E28E (7 bN3 > 125mg. 71 77 = )LiEEES0mg) . (AE9kghl I
l1kgRiFO/NEBEZEITIE1E3SE (7 V2> 187.5mg. 0/ 7 =)LiE
E&1E75mg) #1HIEBHBRES LIERETICORT (F10). 285, §E
Alldrsh, IV Fr ANy EHITEES N,

R0 AERE COREHIE)

ISE "5 WERER | BRI (%)
B~ T T7/NR ARE 92 87 (95)
(fhEE5kg bl E11kg

i) BE amodiaquine 78 41 (53)
(Semi-immune™)

) Semi-immune : vV T HTHIBCAEINE S, fMEL YT Y TIC
BEREL BN mE2ER LA
REHEEGEE (7 b3 125mg. 7077 Z)UEEHES0mMEgH 5 WL Ik T b
N 187.5mg. U s T ZIUEEEETSME) IS8 B RIMEFRRBAEE L.
11.0% (11/10061) Td >7z. FE2EIERIE. THI6.0% (6/1004]). N&
H2.0% (2/10061) TH -7,
17.1.11 /BB MABHER

AT, ZHRAY I THRABREEMNRE LT, 7 hYa21000mg. 70
77 ZI)VIERRIEA00mg = 1 HIERBHM# S L. 236055, #57H#IC2]
BITRADHEEDRO NI FHE528E%F T3 CHEEN RSN,



17.1.12 ;85155 MABEER
HRANCT, STV T7H20IENHE~ T ) 7TRABEZXRE L
T. 7 b3 21000mg. 707 ZVEEEE400mg % 1 H 1 E3H %S L
7zo IRMRFHERIROGI GRINUEE~T Y 7. 26159~ F ) 7. 161
BEER< T ) 7 EIE< T ) 7 ORSEG) O2FI G L.

(Frh)

17.1.13 ;B85 S MAEER
ChloroquinefifEP M6 N TV a7 TV 7HfTHIER (FE7) O
FRN2726% w5 & Ui —EE M ERE (RAIEASE (18EF7 bNay
250mg. 7027 ZIUERIEI0mg & &) 1582 1 H1EI0GERKRE) (<
BULFHHRZLUTIORT (£,

R FRERLTIBIER. KEBIEROMER (ITT)
TREREIE
BER | HERE R TR (%) | HR Mk ik
MiE | (AEFS) | (ZOfh™)
AE 134 100 (75) 2 0 32
TR 138 70 (51) 41 0 27

E) EaubEEIGEAE. IAREEES O NEF TH - .
ARG EICB T SEIEAFRTMEEIX, 13.2% (18/136f1) TH -7z,
T BIERE. BEHIE4.4% (6/136f1). BEHE3.7% (5/136f1). THil.5%
(2/13661) . FEHED E1.5% (2/136f1) BHE1.5% (2/136f1) TdH->
2o

17.1.14 ;B5 S MAREER
HRNTT, BHR~ T 7REDEIEEEN B 24~ 105 D IEER/NE264%]
e L —EEREERE (1HIEZEARRS) 2B 5 FHMRE
PIRICRT (£12). ARBOFHHTE, REVNEHESSE (15EH7 b
N 262.5mg. TU ST ZIVEEEE2Smg R &) &{kE]1kgll E20kg
DUR O 5a# 121X 1B 18E, (K8 20kg#@30kg A N O ERE ICIX 1282 (7
kN 2125mg, T 0T = )UERIES0mg) . (AE30kgiB40kg LT DO
B ICIX1E3%E (7 hoNT 2 187.5mg. 7077 Z)VIEEEETSmE) . (AE
A0kgBBDOWERE ICIIARFIRASE (1887 YT 2250mg. Fu s/ 7=
HEIRIEI00mg % &) % 1EIERSE L.

|12 FRARTIGIEL. KEBGIBRUMER (TT)

TRIREIEL
BERE | HERER| THRIIBIE (%) | RHR Mk kb
MiE | CAEFS) | (Zoft™)
Al 124 114 (92) 0 0 10
TR 140 109 (78) 25 0 6

) EaHIEERIGEHNRE. RREMRTEZSORNESTFCH -7,
RAEESEICB T 2 EIERREBMEE L. 41.6% (52/125(1) TH -7z,
FEIER . BERE31.2% (39/12561) . $EE13.6% (17/1251) . N&MH:
7.2% (9/125() TH -7z,

17.1.15 75158 MABEER
7 7VAICT, v 7Y T L TREER L WEERALTSH 2505 &
L7-IERtBIEEaEe (RAEaSE (15EF7 bYa > 250mg. Fu s 7=
JVIERBIELI00mg % &) 18E% 1HIEI0ERES) ICB T2 FHhRE R
IR (R13)e 1BPRBIMAEZFIE L 225 Z2O1BIRIFEFFREIE
»o7ze

=13 FEARIHEIER. KREWGIEROMAER (TT)

TREREIE
BERE | HERER| THRIIBIE (%) | RH Mk b
MiE | CHEFS) | (ZOfh™)
AA 175 120 (69) 1 3 51

E) EaubEEIGERARE, IAREEESOMET TH - .
FAEFEESEIC BT 2 BIEARBUAE L. 16.6% (29/1756]) TH -7z E
ZEIERIE. 58786.9% (12/175(). BE%62.3% (4/17561). HZMk1.7%
(B/17561) . R EL.7% (3/17561) TH -7z,

17.1.16 ;BAENEER
HARVICT, Bl 5 ) 7RO BRI & 5 EE/NE3306] % 5t &
L7 —EEMLERE (1HIEIZEMRS) 2B 2 FHBREUTIOR
T (Rl4). ARBOTHHICIE. AE/NEAREHE (15EH7 hNay
62.5mg. 077 = )VIEME2 mgx &) = {AE11kgll E20kgl R o
BRI E 18, AE21kgll F30kgll RO MBS 12 X1 E246E (7 1S
a125mg. 7077 ZVIEEEES0mg) . (AE31kgbl E40kg BUR O 45k
FITELEBEE (7 N3 187.5mg. 0 /7 ZUIEBETSmE) 2H5
L7z,

R4 TFRERITIBIER. KEBIEROMER (ITT)

TRARRI£
BER | BB TR (%) | R ik ik
MiE | (HEFR) | (2ofh™)
A 165 149 (90) 1 0 15
77K 165 113 (68) 31 0 21

E) EafubEBRIGEIAE, AREEEZONEF TH - .

KA SR B T BEIEFRIRMEE X, 1%RHE (1/16560) THD. B
lcdh -7z,
17.1.17 ;B5 5 MABEER

<7 7T 5% T ) T RITHIEIICEM L2~ ) TSR L TR
EEALEWRFNE GREL) RURAZHRIC, RElEX70% >
LOZHEERERNBHERBESER S Nz, ITOBIPRAKRO A 7 0F
YOG EZ T, FHEREHMEENTN28HKRUS3HTH 572, mEEE
& R HRUMAE & FEE L 72 2> > 7o BRIERHENR & 72 - 72951610 &/ - B
KEMEERT (RIS RAFECIE. RAVNEHESHE (158H7 M2
>62.5mg. 7077 = )LIERE2Smg % &) #{AkHE]11kgbl E20kg IR
OWERE IIE1IE 58, (AE21kgll E30kg LR O#iEEE ICIX1E25E (7 b
NI 125mg. U7 7 ZVEEEESOmg) . (AE31kgll E40kg LR O #
BREICIZIMEBSE (7 MY 187.5mg. 0y 7 ZUIEREETSmE) . (KE
A0kgHBOHEEE ICIEARE &S (1587 Y322 250mg. Tu s/ 7 =)L
HEEI00mgz &) Z1EISE. WITHICEIE 21 HUI2HF» 50T
thE R BTHECIHIERS Lz,

w15 B\ - BXEHER (TT)

<I )T
2HTA | RS
. MEES | 0BBROT | BIERED | BAEHES
BSH\WREH s —oame |(0s%EERmE) | (05%EERE)
BRI | nTuL
gt
62.5 99.4
A 478 8 3 (24.5, 91.5) | (98.2, 99.9)
. 50.0 98.9
ATEFY | AT 0 > (18.7, 81.3) | (97.6, 99.7)
D) 75 ) 7 AT I < 5 1) 7 1S L A o S e T
Wt R

E2) B/NVERIE=100X [1- (5 7REFEE~ TV 7 iRITHEER

EKOHBOEET -5 BN TR WIEF/ AR Y A ~EES

YRTHUEB P O~ T ) T HRATHIEGR R0 B OB RIET — 5 2315

5NTWAIER)]

BAREHE=100X [1- (v 7REFHEI~ T ) 7iiTHhEGE

FO0HBOEIET — & BE SN T VA WIER/~ 5 ) 7 FifTHiEhR

ZORBOENET — & PELN TV BHH)]
KA GRC B 2 BIERFIERE X, 30.2% (149/49361) Ta -7,
FLRWEAIE. THI7.5% (37/49361). BH2E6.7% (33/493%1). OfE
PIEETERLS.9% (29/493f1) . fE9%85.3% (26/49301) Td -7z

17.1.18 ;B5 & MABEER
v I U TR 5~ 5 ) FRATHIBRICHER L7z F ) 7ICRL
THRERB L WER/NE (148U E) RURAZNMRIC, K&
chloroquine+ 70 77 Z L & O “EEREF NI ABE S ER S
7o 1022173 AKEI R Uchloroquine + 70 77 Z VO 5% %15, Fiy
BEHMIZ TN ZN26H K UATH TH - 720 AEIBE TG R HIMGE %
HREL. W~ I T7ICLBbDTH -7z, Chloroquine+ a7 =
JVBETIE 3 AR HRUIE & FERE L 720 BRI R & 72 5 72101361 0 &
N BREDRETRT (K1), AABECIR, FHIEEHE (18EH7 M2
>250mg. U sy ZVIEEEEI00mg % &) #1E15E. FATHICEIE T
B1IEUE2HEID 6 FITH 2 £ - 72 B7THE CIHIERS L7,

w16 =\ - RAEHER (TT)

*3

o | YT T RIER
e AT |
e it e ‘(ﬁf‘fiﬂi‘ﬁ‘aﬁ.i‘éq %/J\ﬁ’fw%**” E"ﬁkﬁ’fww”
EH Gl H#EOT —4 B | (95%(EHEXE) | (95%(EHEX )
7% 4
e Boncuin
kS
53.8 98.8
A 07 B 6 (25.1, 80.8) | (97.4, 99.6)
chloroquine + 58.3 99.0
sarr=n || 1 ° (27.7, 84.8) | (97.7, %9.7)
E) <5 7T I 5 ) PSR U Az iU &S iz Af
Bt RT
¥2) |/ANEZIER=100% [1- (¥ 7REFEIE~ T ) 7 HRiTHhEER

FORBOEIET = BN TWERWER/ARa Y 1 ~EFY
T HURG A DT T Y TIRITHIBEBGR EOH B OB T — ¥ 5
5N TVAEER)]

BRAEZE=100x [1- (vF ) 7HEFBIE~ T 7 ifTHhER
E0HBOENET — 7 HEENTWARWER/~ ) 7 HITHIEE
FEOHBOEMET - BN TWEHE)]

KA SRICH T SEERFEREEIL, 21.5% (110/51161) TH o7z,
FEaBIERIE. TH4.7% (24/51161) . BRE4.1% (21/51141). REEE
3.7% (19/51143)) . CIFEPREEERR3.5% (18/51141) Td -7z

E3)



17.1.19 ;BASE MABEER

~Z U TGRS, 67 T ) TRAAHBICER Lo T ) TIc LT
FEEE LRV~ 1R ORF/NE (FE11~50kg) 22142 MRIc, &
Al & chloroquine+ 7’1 77 Z VIEERIE & O EFSFHIEE B D E M =
Niz. AAIEEL106]. chloroquine+ 71 77 = LIEEEERE 114 & &R &
MEE FRE LR o 7oo AREIBECTIE. REVNERAES8E (18E+F7 b2
>62.5mg. 7077 = )LiIERE2Smg % &) #{AHE]11kgbl E20kg IR
DR ICITIE S5, hE21kgbl E30kgbl R O R8RS ICIZ1E28E (7 b
NT125mg. Uy 7 ZVEEEESOmg) . (AE31kgll E40kg LR O #
BREICIX1mEB8E (7 MV 187.5mg. T 1 U7 ZIVIEREETSmg) . (AE
AOkgHBOHEERE ICIEAFIE &8 (15EF 7 b)Y >250mg. Fu s/ 7 =)L
HEEI00mg 2 &) Z1ESE. WATHICEIE T 210 IS2H AT & AT
xR B7THE CIHIERS Lz,

KA SR B B EIEFFISERE 13, 8.2% (9/11061) Th-7z. E£7
BIfERIZTHRI3.6% (4/11061) TH -7z,

18. ERpEIE

18.1 {EFHERF
T INIAOEREFIEY T U TIREI N3y ) 7TOBEFLEREARER
I (5 +2Za—2ber complexll) OBERMEETHD ., BFEH~TY
TREPOFEELZI NIV RYTOF M ru—Leb ¥ 77 —EiEHE%E
FINMOECs CHHEL Y, COEEFEAZNLTCI NIV Y T7ET
FEREY VI LizVe Ratu bgTe Rayrr—t2HEEL. ©U 3
V> Dde novotBEMET 52 LICX Vi~ T ) TIRREEEZRTY,
Ty ZVOERBFIEY e FOEREL ¥ 25—+ (DHFR) BEETH
D IEEREY TH S cycloguanilld0. 78nMOKICHEER 2R L7212,
777 ZVIZDHFRIBEEAIC K DV ATMP &R SO B #ERTH
57 I FOEBOEEARETSE., DNAABEHEET 22 LTI~
)7 RAEEERT . COXIIT. RENG2BBE DR 72 5 (EFMFICE
DER T TRBEEERT

18.2 MRS U 7 REME
7 b3 YR Ucycloguanilld~ 5 ) 7 BE OIME A 6 57 B & 7z B
27 ) TIREHICH LT in vitroTZENZ NI~ 2K 018 ~36nM D
[CoTH~vT VU 7RBEERZR LYY, fEr oREFMERER~< S
FREKICHT BT "NV RGT AT T ) Din vitroTORT T T
JFHIE X, PEAIC & DAERAICHR L2,

18.3 FEAIM %
KEIOBBRICT T ) 7 HEM L7228 0 BE D S RHN T 2 e
B~ o) 7ERERSFHESNTBED, WITOFRHKD F b7 u—LbiE
ZFICT MY VAR (Y268NKZUY268S) At Eh, IR TiEs
5iZcycloguanilfifE ODHFREETFE R B i s h 71719,
7 MY OBMIBEHROBEREE Y 57 M LIS HEZESH
FIETL, F 870 —L0BEFOT PN VHEAHEBICE—DER
(Y268S) %> 7 N3 ViR E~ T ) 7 RBEES B S 0100
7u 77 Z)LICB L Cid. DHFREZFICcycloguaniliiftE OB ZF AR
EROBK BRI~ T ) TREEISEML B0, SIBNDOHE—ZER
ERORIIHFEEMEEZR L. ZOERICNSIL, C59RIITIOALD R
PUEEL Enb 2 EREREO MR 23R L7222,

19. BRRSICRT 2EEXHFR

(Z kNavy
—fRH9EF5 © 7 33> (Atovaquone)
b % 4 2-[trans-4-(4-Chlorophenyl)cyclohexyl]-3-hydroxy-1,4-

naphthoquinone

5 F R CaHuClOs
7 F B2 1366.84
(e = Fav

Q H

LES R ARIFEEOHKRTH S,
Al K221
SERE (logP) : 5.3 (1-F 7% J =)L /7KR)
(FOT7 ZIVIEEsR)
—fEy & ¢ a7 Z)UIE#RIE (Proguanil Hydrochloride)
it % 4 :1-(4-Chlorophenyl)-5-(1-methylethyl)biguanide
monohydrochloride
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