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Eﬁ%@@%mmeE@%%TMA%hf\f??ﬁ&@@%ﬁ%Mm#%@%hkoi
. AAI20mglkgd HVNE T T AR Z1IH3EIRAKRE (dn=12) Lzt Z A, HREMEIE
iﬁﬁ&ﬁ@ﬁﬁgw_m# 7T v RGO BESFNZ6IHIZRD bz, D 5 HAH

BHEDBREIZOHRBO LN ORI, 77 v REHEOBREFELV ZIEBDOLNTZHL DX

IRZSHETHoT=D, ZNENRE > —\ETH T,

T/, DEXTIEAF20me/kg iR & 5\ L1 H 2[R O£ 5 O & 18—k D _EE=MERIAMT

Ma DT B AV, MR FAVR A A ZS B IARFN 5B T8N 11F, 7T B AR GHE T24122

HERD BTN, ﬁﬁlﬁ%éwi%ﬁﬁ%®f&oto

F FRENTIRB W TIIAE MK RIEIZ KT D AIRBITAGE STV,

Q) RE RICERRAER

PR L



V. BEICEI SIRE

(4) #REE A BR

1) B EREEER

O—MREERFHER (BEEE T@MARTROXYEREICET MR 12K 5HBR)
JEABWTEIED DG SRR G S, JEFIRCEZ AT TE I HARNEG O AR O

et 2R L7,
RERT VA v | kiR RR, FEEMRIE
Xt % TEEE O B A AGER

PR BIE « 326 (Wb REER])

Mk BIE - off] (FEETHI, SEiz26)

RN BAE : 5651 (W33 b aEER)

iz, B A RAESH], 4 BUESH)

DI (el OER

PO st . N S« B AT HEE b L < (XA 72 & ORAEPERD & RIS sk oo
PR MU+ B R B SV ) & RO

RER 15 R HUE

AH20mg/kgZ1H 2[R, 2HRMEE (24%)) | Mic2HMELE27 —v (1
#) . SHREY (2#)) . 40~80mg/kg 1 HIEY (5H4)

i B
AHKI25mg/kg, 1H3ME, 2HM&KEE (4H)
f1i225~50mg/kg/H. 2~3H# 5 (541)

R W HUJE
AFHK|20~25mg/kg, 1H1~3[E, 1H&HEYS
TS A5
L4 Hih=

FF % g 100% (32/32) *1
Jiti W HURE (6/6) *2
R W HURE (4/4) *3

2 100% (42/42)

* 1 13B TIRIRHR R OIRBIZ K > THRIINEEEE
* 2 AMEDHIENT O TZ6BN OV TEERE (2flfEER])
* 3 HRWEDHE DTN T 4Bl OV TR

etk

BIER X426 1361 (31.0%) (238D 6., ERBIWEMRITREZ 36 (7.1%) .
THI3E (7.1%) Z&<THhH-o7-,

HEE  AFIOARB SN TOIHELROCHZEEFUTOEBY TH D,
P BE, B HE « 7TV F e LT, 1A20mg/kga 1 H2[A2 H R O #&54%,
BN HIE : 7T Uh 7 LT, 1H20mgkga 1H1~2E1HRE OG5,



V. BEICEI SIRE

Q% MAFHER?
JEAEBRGEHED & I OFRPEZ ST T BE O S IR THFR IR DS ERR S LT E B O F %)
PR 22t R L7,

AR T VA | EERREER, JEE ML

PO 3 JFWe BgE 6561
(9 BOLHIIRE) W B & ER)
R 7 1k A 40 ~ 49kg @O B FH 121X A A13000mg . A & 50 ~ 59kg D B H 1T 1L A Al

3750mg. AE60~75kg D EHITIIAKI4500mg (L[R1MI125mg/kg) %5 L
oo WTNBBENZHITTIHES (Y E#%, BHOH - Y &%) L,

BR(IPES 161« AR G%L, 20 KO8 HO3EMEZITV—E S B2 L7272

/N2
fEOR B

B 2401, Ao 4141
i 21~62m%

A

EES B
JHF% g 81.5% (53/65)
BRI e (A pF) *1 94.8% (55/58)

k1 BEIR BIRANRIE R A L TV ER] T3 % A # O
W[ T > 7258 THEF

M
IVE R 1656 th 256 (38.5%) (23 & v, £ 72 @I 1E H 13 58 9% 14 %1
(21.5%) . FEEE1LH] (16.9%) . IRE9%FI (18.8%) HTH -7z,

i

73

Hrl

HE  RAOEBEINTOWSIHERCHEIIUTO LB ThH D,
P sE, B BIE - T P T L E LT, 1A120mglkg % 1 H 2[E2 H M#R N 535,
RN HRE © 7 P78 LT, 10120mgkgZ 1B 1~2R1 AR NE 535,

2) RE R
AR L

—~
1
g

BE - FEIRR
AR L



V. BEICEI SIRE

(6) A mAIE A
D) ERARERE (—REARGRE. BECRARERE. ERAMRELERAR) . BERTR
T—AR—RRE. BERTRERABROAR
a) ERAMERE (BT)

AR B Y IICBWTARAEZEN T D2BEORMEZED S Z &< BWERIC X 257
ORI OFEIURD KIS SE . AER O L EMEICE T 2 fFH, oo
EIEfE A ROEREE B & LT,

AT EIEEECwIE

e A SRR E 556151

AT HA R S5 FHATEAR - 19884E9H 20 H ~19984:9H 19H

TdHmEE | ettt BIfEA
AE IR R, AR, R, EYb)

FRBR g | etk
ARAECINE S NT5566H10 5 6, BHIEROXRIE., KLdE OB TR L
7253201 & ML RS & L TR E2 RE LS. 5861982 FIfE
HABRH G, AHlEDRRBEBPBETERVESN CTH -T2, FRIE D
BIOBERIL, HibgakEE36H] (6.8%) . Tl - fHE REE14%] (2.6%) T
HoT,

Ak
i A TR IC L 0 IUE L7=6565EMI D 9 B, HISANE RSO Tt LT
23715 M OFFAMNZ A & ]l L 72 3651 % B < 31641 % kit SR A AR A D F 20 % FF
liL7=, ZOERETRIRT,

S ENDIES o ﬁ@%(%A
EX | AR | ) CEE+ A T
JHF g 65 | 21 | 3 | 89 96.6
Fifie g 2 6 2 | 10 80.0
REJIWEHIE | 174 | 41 | 2 | 217 99.1

2) RBEM L LTEBFEDNBEXIEE L I-FAE - HBROBE
R L7

(7) Z it
YR L



VI. EMEEICEHT HIEH

2

. REZMICEESH S LEYRIILEHE

VI A4 Yx ) RILEW
HE  BEO B DL EMDOREE TN REIT, OB TRLESHRTH L,

IR

(1) YEREML - fERER
AFNFTHLNTR BARIZH Y IAE v, S Y CNEE & O AN & 0 W o kS % N2
L, WERA~DCa A ZMEET 5, WHRENIZHA L7zCa™ " 13 RO ILHE & O #1454
BotEERHREG (EhbE) 28K LW ZB3ESE 2 (in vitro) 9,

(2) ER TR T HHABRBAE
D HuRFR RER
JT d (C.sinensis) ZFRENEGR ST v P RO T I 20, KA G% O FEME R
YRk & RN R 2 F5 R & LT, AAOPUITREIER 25l L7z, £ORR. 7 v F T
100mg/kg/H 5 H M#k N #5-C, ¥ ¥ TiI50mg/keg/H 5H #&H 51 X200mg/kg/ H 2 A [##E A
P b5 CHEINT I RINE K O HRARIRII R D3 L 727,

2) ik BAE A
V= ATV~ Ui H (P.westermani) % FERAIZ YL S 172 A XITAAI50melkg % 5 H AL
A5 Uiz & & OFfER i & RENERITED L, A R FRIREATE O b7,

NWMBOMEIZRITTEE
Fl 2 DFEBRA G EN ) D> & 3B U 7= P L (Clonorchis sinensis) . FiJIIW . (Metagonimus
yokogawai) . U = AT )L~ LW HIZin vitro CARHKI1~100 1 g/mL% 5~6057 EI/EH X1,
ZI D DIEREEA 2 A K O M BRI CRLEE L7, T ORER. TR B TIEAHI
r g/mLAERM#% 553 AIWNIZHN L D2 LW ZERafb 35860 v, 1ERIIREI AR 720 LHREORE S
R Uz, IR KR NT = 27 )V~ il dCIEE EE D 22 fafb 23 4 B ivie (in vitro) ),

(3) YE IR - FrigEHF Al
R L



VI. EYEREICET HIEH

1.

it o D RS
(1) SR LA 7 M op
R L

Q)RR THERIN-MPEE
fEFERL A IZ20me/kg % 1H X IZX1 H 3E™ A5 (Fn=6) L7=HA. MPEEIXITFTRD LR
D THsHY WNEANT—4) .

ug/mL
05

0.1

005
O 20mg/kg (11n1) #£ 4% 5- (6f1)
Cmax=0.25+*0.025ug/mL

001 4 T 15=1.18 = 0.091 ]

) @ 20mg/kg (1 H 300) R 1 13%-45- (645)
0.005 — Cmax=0479+0.124ug/mL

— T 15=1.22+0.305[H]

[ T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14h
5]
EE  AFIOEKRINT-HELOCHREIILLTO B TH D,
R BE, W HRE « 77 P T v e LT, 1E20mg/kg% 1 H2[E2 H B QLT 5,
B HIE : 777 E LT, 1E120megkgs 1 H1~2E1 A A&EET 2,

fEEFERR N2 % O it O Praziquantel & HLE X OV H 3™ #% A48 5- L7z & & ORE(RDIEY)
WEEFRIN /R T A — 5 % FRITRTY GMEAT—4)
WES:  HRAZa~ NI 71k

Praziquantel n Cmax tmax tiz (2-8h) AUC(0-24n)
B 5 & (ng/mL) (hr) (hr) (ng XhrXmL~1)

1 X5mg/kg 6 48+13 2.75%£0.34 1.7 £0.14 167%x51
1X10mg/kg 6 6611 2.568+£0.24 1.3 £0.16 209=*55
3X10mg/kg* 6 65+37 2.25+0.25 0.84+0.202 —b
1X20mg/kg 6 25025 2.08+0.38 1.18£0.09 645+93
3X20mg/kg™ 6 479*1124 1.08+£0.24 1.22+0.302 —b
3x25mg/kg* 6 344+ 84 2.95+0.28 1.30+0.362 —b
1X50mg/kg 8 1319+441 1.88+0.36 1.19%+0.10 39311432

% PIEHE G a:tiz(2-4hr) 5 b BHET PRI AR ERA R

HE ABOEBENTOSHELVCHRITIL TO LB TH D,
FEW B, B BE - TV T LT, 1E20mg/kga 1 H2[E2 H R O #5545,
BN HIE : 77 P h 70 e LT, 1E20mgkga 1 H1~2[E1H R A& G5,

(3)
REERRL



VI. EYEREICET HIEH

) BE - HAEORE
R L

2. FYEERISA—4
OF Livsi
B L

(2) BUERE E M
R L

(3) HEEEEH
R L

MDOIVT7IUR
MR L

(5) A HETR
LR L

6) Z Dt
AR L

3. BEME (KEalL—>3>) @i
(1) R 7535
AR L

(2135 A — 4 EHER
YR L

4. MRYR
BRI L

5. 9%
(1) Ifn % — fixi B8 P9 @ 8 14
MR L

(2) I &—Aa B BEFT @@
MEE L
<BE: 7w h>
JEPEMZ »~ M T14C-Praziquantel 2mg/kgfifllkN 5 & O'10mg/kgZ % A5G- L7z & & (£n=3)
DOFERNRE, FEs0H% S LIR30 % ORISR T, M G/&EKE oIz A ED
REER S IR L VAR o 7o, E72, B HPIRE S MR IRED1/2~1/83Th - 729,



VI. EYEREICET HIEH

Q) Ei+~D#BATHE
AT O (n=5) I[CAKI5S0mg/kgz HERE OG- Lz & & Mg & OFHtHoRE
AR BE 13 52 R % (S he il 22 L, 24102 41.36 11,13 1 g/mL &% 10.44+0.51 1 g/mL T
b odz, LT OREIZHE LIZWTHORERIZEWT S IMETREDKN1/4~1/3Th -7,
B, FTH%24K5H O FIT HF Praziquantel R E1327.4£27.3 n g (L5 EDHI0.0008%)
Th-o710 GEAT—%) .

HE  ABOERBEINT-HEROCHBIIUTOLEY TH D,
P BE, i HUE : 7 U o7 v e LT, 1R20mg/kgZ 1 A2[E2 A M Q53 2,
R BE : 77 E LT, 1E120mgkgz 1 H1~2E1 AR AKET 2,

(4) BEEADBATHE
LR L

(5) £ DD B~ DFEITIE
MUERR L
<BE: Ty >
7 v MZ14C-Praziquantel 10mg/kg% HAIRE O E (n=4) L7z & &, KHE~DO5A1380.5
~2WFfH Tl & 7R o o, STRBIREDIINT, &L BB, INEKOFE TEhoToid, £ DMl
i CITM A RBIR EE & RIRREE X E LA T Th - 729,

(6) MITFEEFHEEE
EUERR L
<BHF: Ty b AX P>
In vivo IZB W TARAI2mg/kg % 7 v MIFRIRNT G- L7255 (Praziquantel#H R @ 2.6
pg/mL) DGR BFEGHRILT6% Th 721D,
In vitro \IZEB VT, A XOIM{EEHIZXT % 14C-Praziquantel D5 &3#1E, 0.1~100.9 1 g/mLO 1.
1B IR EEHIPH TRI64~80%, VO IMIER A & OREEFITMIFRE0.1 1 g/mL TRT4% Th > 7211,

6. X
(1) BT B UM BTHR R
fEFER A 1214C-Praziquantel 14mg/kg (n=2) & U46mgkg (n=5) ZHEREOKG Lz s &,
M35 BN REIR EE DS e =il 272 D RE L (B G-4Reflf2) T3 TICRAKITZRO ST, miEH o
TG I Praziquantel ~ Bk (M-VD) T, 40~50%% 5TV iz, 2d, REOERHY
X AKEREE M-VI~M-XI) T50~60%% 5%, M-VIIZ10% ThH 7212 FEANT—%) .

HE  AROERBEN T D HEL ORI TO LR THD,

FEW B, B BE - TV T LT, 1E120mg/kg a1 H2[E2 H R O #5545,
BN BRSE : 7770l LT, 10120megkegz 1 H1~2E1 AR AZET 5,



EWEEICET SEE

Bt AN I VAR

N __O

1la
11b|

™~y

ge

////ETE\\\\
&L#T:j kﬂyﬁzﬁHﬂﬂigT:

Oy Oy Oy
A

1) M-VINE ZKBRBIATH Y . M-XIOFRMEARSD 5V TN &

DERIC/AKEE I 2T 5 LT SN D2, HEGRET TF
KT B T2 ORI E T E TRy,

HO

Q) RBIZEHS5T L8R (CYPE) OHFE. F5FH
AFNEFEICF b7 72— 24P450 3A4 (CYP3A4) (I2k»TEtan s,

Q) ELEBNROEERUVZTDEE
K A 1214C-Praziquantel 14mg/kg (n=5) N UM46mgkg (n=8) ZHFREOHEL L= & .
1037 HRCR RE O 80 K MR ZEAUAR O U 1 2 IV E A ARE L DI LBRE T 0 | iig
AREACARIR FE 13 e W) O T TE IRF i D FC RE IR FE 12 HE K9 1/1000 24K F L, JH i C ol [elia i 2h $ 03
RE I GNEAT—4)

HE  AAIOEBINTOWIHERTCHEIZIUTO LB ThH D,
FEW i, Bk BE - FZ U T LT, 1E120mg/kga 1 H2[F2H B O 545,

B BAE : 7T Vh 70 e LT, 1H120megkgZ 1 H1~201 AR AZET 5,

@) KEYDFEDHERVEMSLE, FELE
RHERR L



VI. EYEREICET HIEH

7. HEitd

Rk A 1214C-Praziquantel 14mg/kgk (M46mglkg % H.RIRE O 5 L7z & & ORI 2 T3
(R, BE96IER % E TORPRRHIERIIZ N EN80.2%, 84.2% Th V., win b ik524
I & TIo 2 090% S0 EA kIS 19 BHEAF—) |

Time JRIFHEIE (% of dose) (mean=*S.D.)
46mg/kg (n=17) 14mg/kg (n=4)
0—3 11.9£5.1 26.3£17
3—6 22.1£5.2 23.7£6.5
6—12 23.3£2.6 19.0%=10
12—24 14.2+5.8 11.5+5.0
24—48 7.51t3.1 3.1+1.5
48— 172 0.9£0.3 0.45+£0.2
72—96 0.3+0.2 0.15+0.1
0—96 80.2+6 84.2+3

EE  AFOARB SN TODIHEROCHREEFUTOEBY TH D,
P BE, B BE : 77 U T E LT, 1m120mg/kgZ 1 H2RI2A MR D& 5T 5,
B HIE : 777 e LT, 11E120megkgs 1 H1~2E1 AR A&EET 2,

8. FIVAKR—E—IZHAT S1E#HK
LR L

9. BRFHFIZLBIBREER
REMGENT @ 74 E ke L
MIBENT : 74 E ke L
EHZMIRRED « R4 E R L

0. HEOEREET 2ES
AR L

1. Zdit
EARRANA



. &% CEEFEFER) (CEI SEE

ERNBLEZTDER
EIN TV

oD

N
3

EERAREZTDERH

CEE (ROBEICIFBRELENIL)

1 EKFNORKSTTx UIsBUE O BRI O & 5 B

2 AgmEh (Lt SEBE [FEWAIC L o T, BRI L [EIEREER R (KEE
SE. RREL, A ZESE O RIS . IRREES) Rl EZTIENDH D, ]

23 Ve ragGhofRsE (10 120]

(fi7)

2.2 KA G4 IGEE, IR E4 2 U IA snFE BE O AG], G- PIC e 2 388 L
ToMEIMEBISE DG 8 51416,

N
NN

3. MEEXIIHRICEAET X8 L ZTDEH
BREINL TN

4. BERUVAZEICEET HFE L ZTDER
(V.4 HELROHEICEETER] 2283552 &,

5. EELGERWIE L ZDERB

8. EELEARHIE
R D HOID ZENDHDHOT, HEMHOMEE, MROBIEEGRZ MO EEICERESE
5T &,

(o))

. REDEREHIHEBEICHT IR
() EHHE - IERFOHLBE

9.1 AHHE - MEEFDOHLHEE
9.1.1 FEIROH D EE
REIRZHET DB 5,

2) BEHREIEERE

9.2 BHREEERSE
AAN DY DNEIES S PTREVED B 5,

(fEwi)
AANIEIE g PR S D,

Q) FHREEEEE

0.3 FrHfEE RS
FAIORBAMET L. MRS < 725 TTREMEDS B 5.

(Fwi)
AFNIAE TR S D,

(M) LTEREZ AT BF
WE SN THZRWN



VI. £&%

CEESFEFFR ICHT LEE

(5) bE8m

9.5 1E4m

IR SOTEER L C WD ATEEMED & D APEICIZR G LW Z ENEE LUy,

(i)

AR ORG24 MEITMEL L TR,

6) 123158

9.6 &=FLim
160 EOA IR ORFRBEOARMEZ BE L, RILOMKGSUT T L2 REd 5 Z &,

(i)

b MREHHF BT T2 LB D,

(DIMNRF

BREINL TN

(8) mtn &

9.8 mlnE
BEORBEZBIZ LN BHEEICKREG T2, —RICAEBEENMIT LTV,

(i)

AFNIEICEE S SN D, @l TIXBEHEENMET L TWD5HERE,

7. HEEH

| AAILEICT 7 2 —LP4503A4 (CYP3A4) 12 & - TR#ASND,

() GtREE L TNEH

10.1 #tA

2z BRALGWZ &)

4 55

B ARIEIR - HE5E T ik

B - faBRI

[2.321]

U778

P OUNA SN2

AFN D i EE A3 K 100%E T
THZERFESINTND,

U757 e koo e
% (CYP3A4) ’@FE i,
AHN OB NEE SN D 2D
LEZLNTNS,




. &% CEEFEFER) (CEI SEE

2) FAZEE & EDHEH

10.2 EREE (BFRISEET S L)

AN

BRAER - FEE Tk

B - SRR+

T XY A K 1119
Tx= hA 19
H NN B 19

AFNOMFEEMETST 252 &0
WEINTWAS,

I B o HK A DA B R
(CYP3A4) Z#F& L., AH|D
VT T A% LR SEDL
HEZZHNTND,

T7 7 B L 20

AT D 1 i FE AR THE%AR T3 2
ZEMHESINTND, AADL)
RPWIIT DB LENDH DD TH
AT D Z ENEE LY,

TT7 7 LY BN E
(CYP3A4) ZiFHE L., AAFlD
JIVT7T T oA ERIXEAT-
HEEZLNLTWVWDS

|l N == S/ == = S U L3 1

Juauaxy (ERNER#EE) &off
kv, KF oM pEENMET
THZEDRRESINLTND, 71
X LEUOMEEAETHE R
0% s mu X CRRERE & OB
BV T RIERIZAHI o i i
PMETTDREEMENH B,

B OFEMIE AT TH
50

LAF UL

AHNOMAPREDR EFF D Z &3

I b O A DR B R

U k20 WEThTWa, (CYP3A4) ZHFL., AAID
JIVT T UAERTEED -
HEEZLNTND,

A hZ7ary—n AANOMAHIREN EF-T 2 AHEME | A N7 2y — L3RR SR
N5, (CYP3A4) Z[HFEL. AAID
rhary— (BOKl:EAR|IZIVT I RAEBRTIE L7
F58) LOPFRIZE Y, RFOM | HEEZ BTN,
HIREN LRI 22 EnRESH
TU 523,

8. EI{EM
11. BlEHA

WROBEWER R bbb D Z &R DD T, BEE 4012170,
G hikd %72 EW R E 1T O &,

FE DD ONIHA I

(M BEXRLEIER & MEAREIR
LW




VI. 22 CEESBEFFER) ICREAI HIEE
(2) ZDHDEIYEA
11.2 0D EIERA
5%LL E 5% ATt HAFEASEH
WEEUE 32 T U X—G (%3 ME
WEEREE) | O FE
Fhiek v -GTP L& AST |k 5. ALT L &
IDH &, AI'P LR, M
B ey B&
JIiIRT ARIMER D | iR
FERERIE 2. F I ERHE N
HIbgs M 5 - NP METE. BEAIR, TH#
KRR |9ER - BEERK R<., HOFWN A BLm, IR O IRIE
B
F D1 (e y=NRe FEEN ) E (B . B
. AEER

BIER—ER
F KRR ET (BRMEHER. —RE

AER. SEARHABROHE)

BlEFADFHIEE
TRABIRE
EliEchil 1434
RIE T 38 BE 1 4 706
RIVE A Z B4 138
R FH 28 BUE ] =5 48.95%

BIER DGR RIRES (H#) =

(%)

Rl O F

AEBIER (GESLR)

B - BT R gt 5 (3.50)
ZIE 1 (0.70)
5m B 4 (2.80)

HAX - SRR R R 21 (14.69)
PRI 1 (0.70)
GIER ) 15 (10.49)
g () 3 (2.10)
HE 3 (2.10)

R 7 (4.90)
R X 5 (3.50)
HLoEN 1 (0.70)
AR GE) 1 (0.70)




. &% CEEFEFER) (CEI SEE

BIVE A o fidE SEFIE (FEBLR)
EE(a=g s 28 (19.58)
([ 11 (7.69)
Mg 1 (0.70)
T 5 (3.50)
BRI 6 (4.20)
i e 1 (0.70)
M s 4 (2.80)
A AP 1 (0.70)
G E 2 (1.40)
5 f 2 (1.40)
8 P e 2 (1.40)
i R =A== 21 (14.69)
Al-P |- 5- 3 (2.10)
LDH -5 2 (1.40)
AST (GOT) E& 5 (3.50)
ALT (GPT) L& 4 (2.80)
T — /LR ) B 1 (0.70)
UL e RS 3 (2.10)
Tt s i S U 0 s B 1 (0.70)
y -GTP_L-5H- 6 (4.20)
A - REEE 1 (0.70)
CPK -5 1 (0.70)
I e A o 1 (0.70)
JSReIp) 1 (0.70)
R ML ER 5 (3.50)
R L BRI D 5 (3.50)
~< h7 Uy MERD 1 (0.70)
~NES v e 2 (1.40)
HIfER - #EN RS 10 (6.99)
IR ek 2% (iE) 4 (2.80)
H i ERIAD (iE) 1 (0.70)
HimEkiE 2 (iE) 3 (2.10)
IR EREE £ 1 (0.70)
U L SERIEA 1 (0.70)
MR+ H i o e 4 (2.80)
i/ A 4 (2.80)
WA IR AR PR 1 (0.70)
BUN [ 5- 1 (0.70)
— ) A By B 18 (12.59)
AR . ER Pk P 3o S LA 3 (2.10)
T 2 (1.40)
5 EL 1 (0.70)
B a (& 12 (8.39)
iEFTH 1 (0.70)




. &% CEEFEFER) (CEI SEE

- ERAERE (FAEHEAR - 19884F98208 ~199849H19H)

BERADRIFAE
il FH RSt i A Iy
FHATIE ] 53215
I FH 78 BE 51 5 5815
RIVE I F B4 9714
RIE 38 BLE il 32 10.90%
BIERDFEEARIES (HH) E (%)
BIVE A o fidE FEFIHE (FEBL=R)
g - FRTE TR aabEsE 4 (0.75)
S SE 1 (0.19)
Z o8 (iE) 1 (0.19)
w5 2 (0.38)
HHX - R R 4 (0.75)
GIER: 09 1 (0.19)
BHEWV 3 (0.56)
L R 36 (6.77)
[ 9 (1.69)
O 2 (0.38)
Mg 5 (0.94)
Sy 1 (0.19)
T i 12 (2.26)
g <o F 1 (0.19)
BARR 3 (0.56)
M e 9 (1.69)
ERNINE 1 (0.19)
ARG 1 (0.19)
HE R AN PR 1 (0.19)
DR L OESR) 1 (0.19)
5 Fi 1 (0.19)
B = 1 (0.19)
i R == === 14 (2.63)
Al-P L5 1 (0.19)
LDH L5 2 (0.38)
AST (GOT) Gt 6 (1.13)
ALT (GPT) L5 9 (1.69)
T — VIR SO B 2 (0.38)
E YL E E RS 1 (0.19)
T e T Y 9 I s 9 1 (0.19)
y -GTP - 5H- 3 (0.56)
O« PR - DR - SRR 1 (0.19)
DR R 1 (0.19)
M L) FEE 1 (0.19)
AR DN 1 (0.19)
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FfLER - M Rk 5 (0.94)
IFlREREE 2 (E) 1 (0.19)
HEkEZ (iE) 2 (0.38)
F sk CiE) 1 (0.19)
HifERHE 2% (iE) 1 (0.19)
WAPR 2 P 1 (0.19)
BUN -5 1 (0.19)
— R A B 7 (1.32)
P 1 V7 A 1 (0.19)
b A R ke 2 (0.38)
(BN 1 (0.19)
H G W 1 (0.19)
5% E 1 (0.19)
B a (& 2 (0.38)
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59)525-27)0

R BE 263 2 A OA AT FAAEIC B W CIEMY. ST Y . WHO TR Mk &
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1.

FEHR
(1) EFIEER
(VI S IREIZ B S E | OHS W

(2) REMEEHER

2 s ik B 9 <£ﬁ%§) ®oBmom &
HREB KB ~ A (10, 30, 100mg/kg 100mg/kg & © B F& EB PN F
YEH (p.o.) AL,

RFATENHT D ~UA (p.o.) & B CERRATEMMSIE A 3R
1EH BT,
EDs0=884mg/kg
G VA0 A HE ~7 A |10, 30, 100mg/kg 100mg/kg £ CIEMZ L,
i st A WA (p.o.)
FrE e ERE a7 ~7 A |10, 30, 100mg/kg 100mg/kgE TERMZ L,
NUFRT YL (p.o.)
vavy
H X v7—1ER ~ A (10, 30, 100mg/kg 100mg/kgF TIEM A L,
(p.o.)
JER R AR AR AF YL — L ~7 A |10, 30, 100mg/kg 100mg/kgE TIEAZ L,

i PR (p.o.)

Wt ~wZ |40, 63, 71. 80, 90, 90mg/kg Ll b TR FETV EE 12

] 100, 125, 160, 250mg/kg | FH2 9 21TEIDE(L23FRD H L

U (iv.) 7. LDsy=141mglkg

¥ |10, 25, 40, 63mg/kg 25mg/kg LA b CIRREARFE T BE LA

T (iv.) (HRE T BATBN DAL R

bz,

| BB LT R R 7Y 250, 1000mglkg 1000mg/kg £ THELR L,

(p.o.)
E 250, 500mglkg 500mg/kg F T L,
(i.p.)
25, 40, 63mg/kg 25mg/kg Pl b CHEEREL, HW
(iv.) FAEFE LT H5E < RO 2Rtk b,
FIULRRD B3, SR
HERORR AE 2 RIB 3 2 i 25
PEIZR G Ze o7,
&I RT 2 B = (1, 5, 10, 20, 40, 63, 5mg/kgPl b CHE 72 /E A
1EM 100mg/kg (i.v.) BB LT,
JE AL SR A FREER = |5, 10, 20, 40. 63mg/kg |63mgkgE CERAZ L,
EH (iv.)
LS S IrE SN ) B = |5, 10, 20, 40, 100mg/kg | 100mg/kgE TIEAZR L,
B (iv.)
MRS RT B | B — S | FEkx= |1, 5, 10, 20, 40, 63, 100mg/kg ¥ CIEFAZ L,
YEM 100mg/kg (.v.)

& e M FLAE <~ Z | 250mg/kg (p.o.) ER7Z2 L,

| WHKEIRSIC | Magnusik 7YX [3.2X10 8~ KCl, noradrenaline

| %045 7R 3.2X1075M S A A

n:% (in vitro) 3.2X10-5M

%:{ fHEIGIZ k2% | Magnusih E/LE Y M 5X1076~X10"4M Acetylcholine,

T EH (in vitro) histamine, BaCl¥HEHHE| :

i‘% =9.6X10""M (REEFEMKRARY)

E” LI - 10 4M
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2 s i B W @f,;jg%) ®oBoR &
i OFEICH T %5 | Magnusik Z v b |1076~5X10"4M PP I e
1 (1n vitro) =5X10-6M
REENR « REUUHE
5X10-4M
p LS, LA - AR O
pirs w4
%‘;% E/LE Y M ~3.2X1075M BN OERHER 72 L
" (in vitro)
UG, fEaE 4 X |10, 31.5, 100mg/kg 100mg/kg I+ D —iEPE DK
W E, O, (p.o.) T & DA O FRD B i
TABRIE, IR 2,
R B EH
f M/ MREREICT T 5 | 27— U ah% Z v k|10, 30, 100mg/kg 100mg/kg ¥ TIEM AR L,
ik TEM (p.o.)
(’g MR EEE R | he e UREE, ke | v b |10, 30, 100mglkg 100mg/kg E TIERIZ L,
;’fyl?< I BH1EH VIR T AT W (p,o,)
AP ES S Z v~ |10, 30, 100mg/kg 100mg/kg ¥ TIEM 7 L,
RPN (p.o.)
ImPEE I35 Mok 10, 30, 100mg/kg 100mg/kg ¥ CEAR L,
1EH Z v bk (p.o.)
miErY 7 U+ & |10, 30, 100mg/kg 100mg/kgE TIEAZ L,
NMElZxH4 5 EH AR (p.o.)
MHBERE %32 73— AT o 10, 30, 100mg/kg 100mg/kgF TIEM R L,
1EH Z v bk (p.o.)
Z* | EHRelcxT 5 SR Z v~ |10, 31.5, 100mg/kg 100mg/kg ¥ TR &,
YEH Na®, K"#iit (p.o.) Nat, Ko+ 21EHZ L,
o | MEFE /8T A — Z v b |10, 30, 100mg/kg 100mg/kgF TIEM R L,
H— (~NETBEY (p.o.)
s i, ~~hr2Z7VUvhk
W, 7470 =%
R MRS, R
MERVEMERE) (%)
T H1EH
MmER Rk, A t k |10-6~10—*M 10 4MZ CEAZ L,
MER, i) R (in vitro)
xR B EH
(3) Z DD E B ER
BN e
2. SMHER
(1) BEmEE 5S4 ER
EORE5E MR
[LDso (mg/kg) ]
EILY) ~ A Z v K
e GRR # (Fn=10) |[M (Fn=10) [ (Kn=10) (M (Kn=10)
xS A 5,560 4,730 5,720 5,390
Mo N 390 376 600 586
oW N >2.,000 >2,000 >2,000 >2.000
)52 T >2,000 >2,000 >2,000 >2,000
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Q) R EREGSMHRER
REHZREEMHAER0
Be5 050k 5 | KRR o
B B (mgkg/H) | (mg/kg/H) ELPR
Z v b (wistar) |#0O*1 48R 100 1) 3ETC : 1000mg/kg  #E(1/10)
HEMEZS10PE /8 | 0. 30, 100, 300, 2) s &
1000 R AR Gifseh  HS6H B800 : 300mg/kgbh b (i)
FF B Ghaser « A6 8900 © 300mg/kglh b (ki)
i Giaseh) J8i) : 300mg/kg A b (#E)
Jet ik (FEE) Jk2) : 300mg/kg (1)
O Wi Gifasel « #R5E) #8500 1000mgrkg (1)
B g Gifesh) B800 : 1000mg/kg (M)
Bl B Gt - ABxh) B400 : 1000mg/kg ()
A4 X (B—27) | #&O*2,/13:8[H] 60 1) —fREE
M- 358, #E 0. 20. 60, 180 BRI - 180me/kg  HME(1/3) . HE(3/3)
RED © 180mg/kg (HEME)
2) figigs B A
FF M Ghaser « #ERE) B8N : 180mg/ke (HEME)

%1 0.5%AF Nt —AREERBE L CHWE
*2 VIFUHTRNMITEE

Q) ECEMAER
TEFRMY
PFIERT & HOTCAIFZEARERARD, fF31L LT~ U 22 AW oG BRI IR R R
AR, in vitroiklR & LT~ U R LD/ R - BEESERBRE O T ¥ A =— X « NAAH
—IZ L DB I e e RGBS L o TRFET L7 R, W o BRIz W TH 2 RF X
RO BRI T,

() A R ER
AR L

(5) A FE S A4 S 14 R
7 v b OENRRT M ORI 0 %5508k © 300mg/kg/ H £ ToOHKRGE T, MigERHEM D4
FERE N ORI BT b e oo T2,
7 v b OB 0B 5RER © 300mg/kg/ H & TOEREGETIX, REICKIETHE, KT
e, BAMEERIZRD e o iz,
X OB AR 0% 558k : 300mg/kg/ H £ TOHKGE T, RERCEAELOMAED
B DRD LT IefraEtE, BEEEERITERD b7,
7 v NEFES R O IL B 538 © 300mg/kg/ H & TORGETIT, FRHEICKIETRE I
1« HPEEFOABIEE KOS BITEO bR d o T2,

(6) R R 54
BB L

(1) 2 DD
FUE 30
EAEy FROE MCEDT LAR—HRERBRIC Lo TR LR, W FRoRBRICBY
THHFEERD b has o 7z,
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1. EEHNETOHRTIKRER
AKFNERAY TAV I, 7T A P FEWMF29, EHTHER, 261 ETHREINTND
(202544 H BifE) .
AF BT D hhE
IR AESIES
JHFOR HUE i HURE AR W HE
RERUVHAE
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FEO i, W HRE « 77 o7 E LT, 1E20me/kgZ 1 H2[AI2 B F#E Q#5345
BN HIE «: 7771 E LT, 1h20megkgZa 1 H1~2R1HRO&EET 5,

METOARGRRI (202547 H BIAE)

[E4 TAUS
ey Bayer HealthCare Pharmaceuticals Inc.
HR5E4 BILTRICIDE®
I - Bk FEA
G 19824
EIERAESTIE S T RTCOFEMB R (B : Schistosoma mekongi, S.japonicum,
S.mansoni, S.haematobium) X % {E1nW; HIE
o W HE Je OV A TR HUE
FE KR O & HELERE R O H &
 F M BUE © 20mg/kg x 3E D1 H &5
o W HURE K OV A W HURE @ 25mg/kg x 3[Al D1 H & 5-
A IR X4~ 6RFfE R & 32 2 &
E4 1 H
e Bayer Inc.
HR7E4 BILTRICIDE®
HIE - Bits FEH
) 19974
DIEEEESIES - fEif W% B (Schistosoma haematobium, S japonicum, S.mansoni,
S.mekongi) = X % fL% HiE
o R HUE R OV A TR HUE
FVE & OV & HELERE R O &
« (F I HUE © 20mg/kgx 3[E]O1 H # 5
o W HUE S OVF A W HUE - 25mg/kg x 3l 1 H % 5-
A IR I X4 LA B 6IRFRLA T & 975 2 &,
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9.5 It
BEAR SUFIEAR LTV D ATREVE D & 2 MEICITR G- L7 Z LR E Ly,
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8.1 Pregnancy

Risk Summary

Published studies have not identified an association with Biltricide use during pregnancy and
major birth defects, miscarriage or adverse maternal or fetal outcomes (see Data). In animal
reproduction studies conducted in pregnant rats and rabbits no adverse developmental
outcomes were observed with oral administration of praziquantel during organogenesis at
approximately 0.65 times (rats) or 1.3 times (rabbits) the highest recommended human daily
dose of 75 mg/kg/day, based on body surface area.

The estimated background risk of major birth defects and miscarriage for the indicated
population are unknown. 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 clinically recognized pregnancies is 2 to 4% and 15 to 20%,

respectively.

Data

Human Data

Two randomized controlled clinical trials have been conducted using praziquantel for the
treatment of schistosoma infection in pregnant women. In one randomized controlled trial in
pregnant women with schistosoma (S. japonicum) infection, 186 pregnant women were
treated with praziquantel compared to 184 women who received placebo. Treatment with
praziquantel during pregnancy had no effect on birthweight, and there were no differences in
rates of miscarriage, fetal death and major birth defects between the praziquantel treated
and control patients. In another randomized controlled trial that included 2507 pregnant
women in Uganda, 18% of women were infected with schistosoma infection. Treatment with
praziquantel during pregnancy had no effect on mean birth weight, perinatal mortality or
major birth defects.

In other published studies, including a retrospective observational study, case series and case
reports, there have been no reports of major birth defects, stillbirths or other adverse
pregnancy outcomes associated with the use of praziquantel during pregnancy.

Animal Data

No evidence of fetal harm was observed in rats and rabbits at praziquantel dose levels of 30
to 300 mg/kg body weight given repeatedly by oral administration during the period of
organogenesis. These doses were up to 0.65 times (rats) or 1.3 times (rabbits) the highest
recommended human daily dose of 75 mg/kg/day, based on body surface area.
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8.2 Lactation

Risk Summary

Limited data from published literature reports the presence of praziquantel in human milk
at low concentrations. There is no information on the effects of praziquantel in the breastfed
infant or effects on milk production. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for Biltricide and any potential
adverse effects on the breastfed infant from Biltricide or from the underlying maternal

condition.

(20254E7 H 24 H I 55)

A=A K7 U7 D5% : (An Australian categorisation of risk of drug use in pregnancy)
(202547 24 A IR 1)
B1: Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or other direct
or indirect harmful effects on the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.

L :Xj”é‘ 5 Fr

AR T 2EFHRIL 19.7/0E%] OEHTRESNLTEL T, KEORMILELITRRD,
gt R A

KE DS CE | Pediatric Use

(2023 4 12 H) Safety and dosing recommendations of Biltricide in pediatric patients 1 to 17
years have been established.

Safety of Biltricide in pediatric patients younger than 1 year of age has not
been established.

Post-marketing experience and published literature indicates that pediatric
patients 1 to 17 years of age treated with praziquantel experience similar
adverse reactions as adults treated with praziquantel.
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