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1.3 1H2EE G- DOA, BEBEK Y BRBRICKETH2ZENEE L, EE5RHBIETD R L
B4R B2 2 L,

5. BRIRAEE
MERT—2/\vH5—
AFNF2009F4 H LRI OAGESLH THH 72D, 38 LA

(2) ERPRZE A BR
PR

TPk B MW BUE* B F 48BI & %l S b L C 7T B R x IRIEIE 4 L — B 5 MLk & JhE L
72o AFKI20mglkgdh HVNET TR EHEIH HVIILHE2EROK S (Fn=6) Lzt Z A,
HREMBERIIARERGEOBE TIIALNT, 77 B REEOERZFHIZTHRO b, F
7o, AH20mgkgd H VNI T AR A 1IAEIKRO&EE (Fn=12) L& Z A, HEMNEIE
MIFARF GO BFEIFNZL13ME, 77 B R ELGDBEIFUNCIFICED bz, £D 5 HAH]
BHEDOEREICOARBO SN OIFERSMN, 77 B RBEEORE LV ZBO LN LD
IRZBHETH TP, ENETIRE NS —ImETH -7,

F7-. DEXTIEAFI20me/kg 1] & 5 VN L1 H 2[EEE O 5O & 16—k _E=MEAY
a3 FE D LAV, MIRFAIMR A EABNIAF R GRETHNZ11:, 7 T B ARG 241122
RO LN, EF#HENS 2 WITRER D TH o7,

s FRIENC BV TURAE ML BUE 12 9 2 ZRRIFRER STy,

(3) B RISRARR
BB L



V. ‘aRICEAY 5EHE

(4) BREERIEABR
1) BN ERREEE BR
O—RREGRAER (BEEE TAARTROEYEREICET SR (TLHHB) Y
JEAERITEIED B LG SN TEAFI G- S, JEFIRCERZ AT TE 2 BANESI O ALK O

ez R L7z,
BT VA | SRR, JEEMIL
PSS TREHEB D A AR NJES]

JFWE HE - 3261 (Wb EEB)

Fiok BRE - 9fs (fEETHI. Be22fi)

RN BE - 561 (W3 s eER))

iz, FAfEMmY BAESHY, 2k HIESH])

W (eE) OiER

FPOR st A OB« B AT IR 5 U < 1200072 & ORARER & m B S h kR
RO HAE © 4% 5B A S IEEE A S IR

BT 1 W HUE

AAKI20mg/kg# 1 H 2[R, 2H ML (246]) | fhic2BM&E 527 — (1
#) . 3EM&EE (2#)) . 40~80mg/kg 1B#&5 (541)

it B e
A#HI25me/kg, 1H3[E, 2HFHFS (44)
i225~50mg/kg/ B, 2~3H##& 5 (541)

TN W% H i
AHAI20~25mg/kg, 1H1~3[F], 1H&L
f R AoE
2l A%
% H 100% (32/32) *!
v s (6/6) *2
Gl 100% (42/42)

52 AT A HIE AT ORI SV TR (CefilirE i)
3 FAIPEDBIE DT DIV ABIIC S TR

etk

RIVERZ 42611361 (31.0%) (23D B, EREIERIZFREZ3E (7.1%) .
Tl (7.1%) FThHoT,

HEE  AFIOAB SN TOLIHELROCHERUTOLEBY TH D,
JFW E, VR HRE - 7T P T L e LT, 1[EI20mg/kgZ 1 H2EI2H MR A& 592,
RN BSE © 772 U h 7 e LT, 1E20mgkgx1H1~2E1BRO#&EET 5,



V. ‘aRICEAY 5EHE

Q&% H A &R
JEAZEBFFEEED D KRN OFR LA 52T, R HRUE OB FRRES T IR 23 fEsR S AV 7 e D 2h
- =X 4 1 X 1 [ D

RET A | BENAERER, IEEMRIE
P FFWR BUE 65431

(2 HE1ENIRE) W L IH % iR

B 1E A B 40 ~ 49kg @ B FH 12 1L A A 3000mg . A& 50 ~ 59kg D L F (2 1L A A
3750mg. {AE60~T75kgD BHE IZITAAKI4500mg ( EFR1[FI25mg/kg) % 4% 5 L
2o WINL3ENI/ITCIHES (Y R%, BHOH - ¥ 8%K%) L,

E2(PRES TR - AFIE%L, 20 KOSy HO3EREEZITO—E S BIFZ R Lo

7=t D
TS B R

BYE 2401, £k 4141
i 21~625%

EEE

P4 TR
FFOR HUE 81.5% (53/65)
RN e (Al *1 94.8% (55/58)

1 BRI BIPHNRAETFE L QW ERI T30 A % DORE N
A[RECd o 7258 THF!

YE A 1Z 6561 12541 (38.5%) 2@ AL, =7 BIMEH 13 58 9 14 %1
21.5%) . EEE1LH] (16.9%) . MEX9%F] (13.8%) ZTh -7z,

etk
il
(

R AFIOEBRINTHWHHEROCHARIZLTO LB Th D,
FFW e, i BE - 7T O 7 v e LT, 1E120mg/kg % 1 H 2[A]2 A IR O #5395,
BN HRSE © 7T Y7 E LT, 18120mgkga 1H1~2E1 BEA#E LT 25,

2) REFEHER
AR L

(5) 8% - FHAERIHER
PR L



V. ‘aRICEAY 5EHE

(6) JamEIER
D ERMERE (—REARGERAE. BEEARERE. EARELEERE) . BERTR
T—AR—RRE. BERFTRERABRDOAR
a) ERRMERE (BT)

B H BIRICB O TAAEEN T 2BEORMIEZED D Z L2 < BEMIC X 2595
S OB OFIVRILE N AE . ARIMEL O L EMEICBT D, £ Ofho
EIEFE A ROMEEEZ B & LT,

ELESWIE=N AT

JiE G5 A FIEEG IR 556/

AT A& SHATHAR] - 19884E9H 20 0 ~19984£9H 19H

FadHmEE | ettt BIEH
AE IR GER. AR, HER). EMb)

F 7o BRERR | etk
AR CIE S NT556610 5 6, BHIEROXRE, Rit#llSEOPHE TR L
7253201 & Lt MR R G & U CL M A RET LR R, 586511981: 1 BilfE
A& LI, ARAE ORREBEGHNEE CTERVESNTH -T2, ERIE DM
BIOBIVEAIL., T basfEE366H] (6.8%) . [T - IHE RREE1461 (2.6%) T
HoTm,

HEhE
T R A IZ L 0 INEE L7=5565EHI D 5 5 ISR BE O H CB4a LT
237 B ONFFAINC A58 & T L 72 341 & B < 316451 & st SR A ARA| D F 20 % 7F
L7z, FORERE FRITRT,

Py IEU RIS - HEhF (%)A
ER | B2 | R CERBI+ G051,/ FEAm 1)
JHFW% s 65 | 21 | 3 | 89 96.6
Jiti HhE 2 6 2 | 10 80.0
REJIWLHRE | 174 | 41 | 2 | 217 99.1

DABEMHE L TERTFEDONBRXIEE LIFAE - AROBER
Y LR

() Z Dt
AR L



VI. EMEEICET HIER

2

. REZHICEESH S LEYMRITILEYME
BV A% RIEEY
TR BEOH LB OMEESUTNREL, BFOBFIRLESHT 5 L,

. BEIB{ER6D
() ERERL - 1ERKF
AANTIERL NI BARIZH Y A E I, SV Y U IEE & O AAERIC L 0 W R o kS 2 A%
L, Bl ~DCa™ " IRAZIEHET D, WHRIERANIZHRA L7zCa™ " 130k th o fIHE & O th 4t
B OREREE (Zabs) 2EELRBR 2B T2 (in vitro)©),

(2) EshZ R4+ SRR
DfrkRER
R Hy (C.sinensis) % FEERINICIEE S ET2T v M AT B2 H, AKFIE 5% O #EFE ik
P & MARENNR AR S LT, AAIOFUHFRBAER 250 L7z, £OfER. 7 v F Tl
100mg/kg/ H 5 H B O &% 5T, ¥ X Tlxb0mg/ke/H 5HE&H 5 3200mg/kg/ H 2 H [E#% 0
5. CE BN EAE A IO ONHRENRE AN FD L 72,

2) fnfmik B E A
Uz ATV Ui (P.westermani) % EERANZEGE ST A XIZAKI5S0mg/kg % 5 H [H#%
OG- U7 & & o#E I & BREIERITRD U, A RPIRE SR b,

NMEBEDHEICRITTHE
Tl 2 OSBRI EN ) > & 5B U TP L (Clonorchis sinensis) . B (Metagonimus
yokogawai) . U = AT )< Ui HIZin vitroCAFI1~100 1 g/mL% 5~604 M{EA S,
O DOBREE A AT K NG R IE M TR Lz, ZORER, TR R TIEAFI
r g/mLAER %55 ANIZANEE D L WZER{E 358 Hav, 1ERRRINEL 725 LHREORE S
R Uz, BB R ONY = 27 L~ il B CIRERE O Z2fa b3 B Hiviz (in vitro) ©),

(3) fE FRSCTRRSRA - FRRSRI
BB L



VI.L EYEREICET HIER

1.

I iR E DHER
(el LA GMmMPRE
W R DIEFNRESZ N W B DFFAETNIZ LV B D,

Q) ERRERER CTHRIN-IMPREE
TR AIZ20mg/kg 2 1A XX 1 H 3E™ R O& S (Fn=6) L7izA. mMPREITTHRO LR
D THDY GMEANT—Z) .

ug/mL
05
0.1
I
H 005
i O 20mg/kg (11 i 145 (641)
Cmax=0.25+0.025ug/mL
001 T1s=1.18+ 0095
® 20mg/kg (1 H3[n)) FEEHS- (661)
0.005 - Cmax=0479+0.124ug/mL
- T Y5=1.22+0.30/5 ]
[ T T T T T T I T T T T T I T
0 2 4 0 12 14h

6 8
I

EE  AFIOEKRINTZHELOCHREIILLTO B TH D,
T BE, MR HBRE - 7T V7 e LT, 1E120mg/kga 1 H2BI2 H MR O£ 5.9 %,
BN HE : 7T Vh 70 e LT, 1H20mgkgx 1H1I~2E1HZEOK ST 5,

fERER A2 FE % O H & O Praziquantel & HiE| & OV H 3™ & O 425 L7z & & ORE(RDOIELY)
WEGRA) T A =2 & FRITRTY GEAT—F) ,
BIEE : AR a~ N7 7k

Praziquantel n Cmax tmax tyz (2-8h) AUC0-24n)

& 5 & (ng/mL) (hr) (hr) (ng X hr X mL~1]
1X5mg/kg 6 48+13 2.75+0.34 1.7 £0.14 16751
1X10mghkg 6 6611 2.58+0.24 1.3 +0.16 209+ 55
3X10mg/kg™ 6 65+37 2.2510.25 0.84%0.20a —b
1X20mg/kg 6 250+25 2.08+0.38 1.18 £0.09 645+93
3X20mg/kg™ 6 479+124 1.08£0.24 1.22+0.302 —b
3X 25mg/ke” 6 344-+84 2.95+0.28 1.30-0.368 —b
1 X50mg/kg 8 1319+441 1.88+t0.36 1.19+0.10 3931+1432

o ARG,  a:tie(@-4hr) 5 b EHET SEEME RS

HE  ABOEKREINTOWLHELCHEEFIU TFO LB TH D,
W BOiE, B BJE - 77 U7 vl LT, 1R120mg/kg% 1 H 2[A2 H FIE 0 #5495,
B HE : 727 E LT, 1E120mgkga1H1~2E1HKZAOKET D,

OLE
AR L



VI. EYENREIZRH9 51EH

A EE - HAXOEE
MUERR L

2. FMEERN/ T A4
(1) BB 75 3%
AR L

(2) RN ERE 4
R L

(3) K EE R
B L

WHYTFTUR
AR L

) A mAEE
MU ERR L

(6) Z DAt
B L

3. BEM (KEalL—>3>) @i
(1) BB 75k
R L

(2) 185 A — S EHER
B L

4. R
MR L

5. 9%
(1) % — Bx BE P9 & @ 14
EMER L

(2) Ifn & —BA R BE PY & @ 14
EUER R L
<BE: Ty >
JEPEW 7 »~ MZ1C-Praziquantel 2mg/kgffllRNF 5% O'10mg/kgZ#E O #5- L2 & & (£n=3)
@¥§Wﬁr L. BESDE D L IIR A& 5300 % DR AT, MKEGRE & ol A D
AN K VAR o 7o, F 7o, TRIFFIRE & RMAMAEFIRED1/2~1/3Th > 729,



VI.L EYEREICET HIER

Q) EA~DBITH
BT O (n=5) ICAAIS0mg/kgz HEIRR O &G Lz & &, MiEdh L Ot oRE
AR BE 13 52 Rt I i lc 2 L. 22 41.836 11,13 1 g/mL &% 100.44+0.51 u g/mLT
bote, FIHHOREIIIE LIZWTHORERIZB W TS MAEFREDN1/4~1/83Th o7,
mE. BH%24H OFIT P Praziquantel BAFE PR £1327.427.3 n g (&5 ED#10.0008%)
Tho7c10 GNEANT—%) .

HEE  ABOKREINT-HIELOCHEIZILLTO B TH D,
R BE, B HBE : 7 U7 E LT, 1E120mg/kg s 1 H2[EI2 B MR O #5925,
B HE : 727 E LT, 1E120mgkga1H1~2E1HKEAOKET D,

(4) BERA DT
BB L

(5) £ DDA~ DT
EUER R L
<BE Ty k>
7 v MZHC-Praziquantel 10mg/kgZ HEIR A E (n=4) L7c& &, FHHfE~DOH5AMIT£0.5
~2MFH Tl & e o7z, HGTRBIREE TN, B B, INBEEKOFE TR T2h, £ OMOlE
Zm Tl B REIR BE & RIFEEE UL ZENLL T CTh o729,

(6) MFERAFEE
BRI L
<BE:Z7v bk AX, P>
In vivo IZB W TR 2mglkg%h 7 > MMCERIRNE G L7255 % (PraziquantelfH 42 E : 2.6
rg/mL) DOIER A ERILT6% Th > 721D,
In vitro \IZEBWT, A XOIMIEE A% 514C-Praziquantel D5 &1, 0.1~100.9 1 g/mLO i
TH I FEEHIPH THI64~80%., YLD MIEEH & O ERITMIERE0.1 1 g/mLTHNT4% Th > 7210,

6. {1t
() K BFAL R U BRR R
e al A 12 14C-Praziquantel 14mg/kg (n=2) K U46mgkg (n=>5) Z#H[EE AL Lz & &,
MG A REIR EE AN e 12 72 DR (B G-4RE#IR) T CICRZMKITR S b7, migH o
FH X Praziquantel —R{LIA (M-VI) T, 40~50%% 5 T\ iz, 728, JRHPOTERHD
FKEREIR (M-VI~M-XI) T50~60%% 5, M-VIIZ10% ThH - 7212 FEANT—Z) |

HE  AFOEKRB SN T HIEAOCHEIUTFO LB TH 5,

R BE, B HBUE : 7 U7 E LT, 1E120mg/kg % 1 H 2012 B [FH#E O #5925,
B HE : 727 E LT, 1E120mgkga1H1~2E1HKZAOKET D,



VIL EYEREICEET HIER

TR ARHHBAL « TRk

N_O

1la
11b)

SN

ge

praziquantel

Oy Oy Gy
Mi(%tj tﬂyﬁi}” tLJ*tj
N 4
@?T by @%
LD e 70
2N 7

©?Zf° @r

) M-VINE I KERILETH D . M-XTO B D 5T 1A7 &
DERIKER L ZH T2 LHEE SN S, HEGREF TF
SR T 2 72 DFEERETE TR,

Q)REBICEA5 T 5F (CYPE) OHFiE. F5FE
AFNTFICTF b7 v —2P450 3A4 (CYP3A4) I2k-Tii&ans,

Q) VEEENROEERVZTDEE
fdtFEpk A 1Z14C-Praziquantel 14mg/kg (n=5) Kk U46mg/kg (n=8) ZHERAKELE L& &,
1035 HCR RE O - B MR ZEBAR O H i 28 B A 4RE R X O 1L6HEfI CTH 0 | i H
RIACARIZ FE 1354 O P 8 RE AR O G REIR EEIZ L~ 1/100124K T L, Ffige C o g)alid@iE zh s
AR ENW GNEAT—4) .

HEE  AFIOAB SN TODIHELROCHEEFUTOEBY TH D,
P BE, R HRE : 77 P T b e LT, 1EI20mg/kg% 1 H2E2H MR O#EET 2,

BN HE : 7T Vh 70 e LT, 1H20mgkgx1H1I~2E1HKEOK 5T 5,

@) REPOFEOERRUEEL, FHELE
AR L



VI.L EYEREICET HIER

7. Bt
e p A 12 14C-Praziquantel 14mg/kg M M46mg/kgZ HEIRE O 5 L2 &  OJRFPHRMFE AL TR
(R, B596IE % E TR h BEEIRIZE N I80.2%., 84.2% Th 1, Wit b #5240
1% £ TIZFD90%LL ERHE S 7213 (AEAT—F) .

Time JRIFBEIZ (% of dose) (mean=*S.D.)
46mg/kg (n="7) 14mg/kg (n=4)
0—3 11.9%+5.1 26.3E17
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 7.5+3.1 3.1£1.5
48—"72 0.9%+0.3 0.45+£0.2
72—96 0.3+0.2 0.15*+0.1
0—96 80.2t6 84.2+3

R AROABINTOD HEROARIEL FOLEY Th o,
JF% BE, B EBAE - T P T & LT, 1E120mg/kg % 1 A 2[RI2 A MR O & 535,
BINRHE : 77V h 7 e LT, 10120mgkgZ 1B 1~2R1BEN# 535,

8. FIVRKR—E—ICEAT BH1EHR
MR L

9. BMFIZKBBRER
NEMOEHT « B9 E R e L
MEENT « B9 ER e L
ELPZMEHET « R4 ke L

0. HEDEREHT 28%
AR L

1. 0l
Y L



VI. 22 CEEFIEFEHR) ICEHIT HIER

REEZDER
&

H
[m]
EIRN TV

5O

SR EFDER

22 (ROBHEIZFESELGEWNI E)

1 ARFN DRk LI BUE DBEEIE D & 5 B

2 HEgER () JEARE [FAWAIC X > TE, EIRAMRIC X v BIERERHRE (KiE
SiE. RREL, A ZESE O PR S . IRFEE) AR EITIENH D, ]

23 Vuyrrevrakshoid [10. 1281]

(figan)

2.2 KAIEGZIZ o M R SR A B LT N S FE HUE O S, B G MREZE 2 R EL L

kﬁ%ﬁ%%@ﬁ%ﬁ%éuwo

N | V3
oo "Il*

3. EXIIHEICEET HFELZNDER
BRE SN TV

4. RZERUVHAEICEHEY HTEEEDEH
(V. 4. FIEAOHEICEESER] 22T 52 L,

5. EEGERMIE L ZNDER
8. EERERIEE

R D HOND ZERHLHDOT, HEEOEER, BMOBRIESFEREE I IERICERSE
5Tk,

o

. BREDEREEIHBEICHT IR

() EHIE - BEBFOHLEE

9.1 BHHE - IEBEFOHDHEE

9.1.1 REIRDH D EH
RERZWET D LD 5,

(2) BHupEfEE B E

9.2 BHAETEE
AFNOYEME D IRIES 5 ATHEMED B 5

(fig#t)

AFNE BB S P S D,

Q) IFHaElEEEE
9.3 FrikeElEEEE
AFNORHMET U, P REDRm RN D D,
(fiFs)
AANIHFIR CHRE S D,

D XETEREZET HF
BRE I N TV



. =% CEEREFER) (CEI SEE

(5) 4x 4w

9.5 134w
TEdm SATHEAR L TV D AIREMED 8 2 ST G- LW Z L E Ly,

(figsn)
IR O GIZB9 5 eI TS L TRy,

(6) #RELI%
9.6 ZFLim
B EOARIER O RFLREOARIELFE L, KALOMEE U P IEZHREd 5 2 &,
(fiFs)

E MRAFABIT T2 LD D,

(M hRg
RE STV

(8) =&

9.8 SEnE
BEOREZBE LN OEEICREGT 52 L, —RICAEEBRENSE T LTS,

(fiFL)
AFNIEICENE DPE SN D, mlid TIEIEEENMET L TW 2560850,

7. MEEA

[ AAIZTICT k7 0 —15P4503A4 (CYP3A4) I ko TRASNS,

(D HRESEZDER

10.1 RS (BFRALAGWVC L)

A BRIRIELR - HEE 71 W - fEbRIE T
Vo7rrery (D77vy) AFNOMAPREDRKIL00%IE T | U 7 7 > 2 s L 0 R
2. 35 THILAMESATS, |% (CYPIAL) BT,

AR ORI IMEES D 720
EEZBNTND,




. =% CEEREFER) (CEI SEE

Q) pAZEE L EDEH

10.2 HtRZEE (BRICEET S L)

H B 19

R4 % ERARREAR - H5 18 71 By - fElRK 1
F XY ALV L1118 AKFNOMPEEMET TS| 2 & 0 AR B 3%
T o= hA 19 WEIN TN, (CYP3A4) Z#HEL., AH D

7 IUVT7T 7oA LR ESEDLT
HEEZ LTV,

77 E L2

AFN O i R EE BSHKITE%IE T4 5
TEMHEENTWS, AH D%
ENRITDRBENND DO THE
FHZERET D Z ENZEE LU,

T 77 E LY NREEEE
(CYP3A4) ##HEL. AHD
2V T I ARE LR EIESLTE
HEEZ LTS,

N = S = R = = SV Ty L7/3 /]

sunmXxy (HANREE) Loff
S kv RKFIO PR MK T
THZERHREIN TS, 71
o LHUOMEEETHE R
Yy un Xk oRE & oA
IZRBWT B [AIER IS AA o ifn. 7 B
MME T 5 A[EEMED & 5,

FEHWFOFMIAHTDH
50

LAF UL

RFNO M P EERS LR 5 - &5

I o EE AR BB R

U ~FE/L20 HEIHTW3, (CYP3A4) #BHEL., &HID
VT T ARKRTESES -
HEEZHILTWVWD,
A FaFy— ARHNOMAFEEN EF$BAEEM | A4 b7 o F Y — MRS
NdH 5, (CYP3A4) Z#MHEL., AHFID
Fghaty—n EoHl EAR|ZIVT I AEBRTEIES
#ae) LOFHICEY, KRl | HEBEZLNTWS,
PEREN ERTHZ R Sh
"C[/\E)ZS)O
8. BlI{ERE
1. 8lER

ROBWEH R H N DHZ ENHHDT, BIEE 2TV, BEDNRD NG ITITE
ML A7 PR @ EiT) Z &,

() EXGEIER & DR
L7




. =% CEEREFER) (CEI SEE

(2) Z DD EI1EF
11.2 2Ot DEI1ER
5% 1 5% At B
B F0 T LR —KE (SR

HER ) | X O

g v -GTP E&H AST & . ALT k& .
LDH &, AI'P EH. M
B ALEY S

1% PRIERIBD | I/
FFRRERIEZ . A EREE N
Hibas WER 53+ Mgk |, BRACRIR, TH
REtRepiee R | SR - BHEK IR, OFEWN R IR I ORI
s
Z O P FERN BIE R © A
. IR

BlIEA—E
- KRFET (BRMHR, —MRERFAER. RRLRAROHE)

BIEROXERHEE
TR
AR SE 5] 14341
IR 38 BUE 115 7041
R B 13814
RILE S8 BLE 1] 3= 48.95%
BIEFDORRENFKIRES (HH) £ (%)
BIVEH OFEEE FEFIEL (GRELR)
BeJ - KA Bl 5 (3.50)
E- 7787 1 (0.70)
¥*» B 4 (2.80)
HAX - RAE R R bR 21 (14.69)
s ST 1 (0.70)
GIER ) 15 (10.49)
g1 EH () 3 (2.10)
HFEWN 3 (2.10)
bl 7 (4.90)
) 5 (3.50)
H OB 1 (0.70)
IR GE) 1 (0.70)




. =% CEEREFER) (CEI SEE

RIlVE A O FEEE FEBIE (GEBLR)
T b R 28 (19.58)
E A 11 (7.69)
gt 1 (0.70)
R 5 (3.50)
BRORR 6 (4.20)
Wik 1 (0.70)
M e 4 (2.80)
ERNISRS 1 (0.70)
IR 2 (1.40)
5 Fu 2 (1.40)
AT R 2 (1.40)
JHFl - RRAE SR 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)
FE — VIR B SO B 1 (0.70)
B YL ME B 3 (2.10)
i e L S ) o s 1 (0.70)
y -GTP L5 6 (4.20)
R - R 1 (0.70)
CPK L5 1 (0.70)
I s A e 1 (0.70)
B8 1 (0.70)
7R 1 BR 5 5 (3.50)
7 1 BR ek 5 (3.50)
~~ h7 U v Ml 1 (0.70)
~ES v e U 2 (1.40)
F Bk - MRk 10 (6.99)
IFiRERIE 2 (E) 4 (2.80)
F ek GiE) 1 (0.70)
FmERIE 2 (F) 3 (2.10)
IR ek % 1 (0.70)
U 2 RERIED 1 (0.70)
M/ S a5 4 (2.80)
i/ R 4 (2.80)
A SN 1 (0.70)
BUN L5 1 (0.70)
— R A B 18 (12.59)
7R L ER Y 5 3ok 55 3 (2.10)
& 2 (1.40)
% ER 1 (0.70)
B B () 12 (8.39)
Exal) 1 (0.70)




. =% CEEREFER) (CEI SEE
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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.
(202348 H 22 H IR 1)

F—AKFZ7 VU7 D554 : (An Australian categorisation of risk of drug use in pregnancy)
(202348 H 22 H IF§ 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.

AN % RE
AN BT HEAFIRC 19.7/NRA% ] OHTRESNTE LT, KEORMICELITERD,

M R
KE DA LE | Pediatric Use
(201941 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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