. & 1E A - »
(o) E——— BIfE R RIBRFIE (%)
£tk Gradel Grade2 Grade3 Grade4
HEREE
EFE#EDHE 20270 2(27n ] 0 0 0
HREE 9 (122) | 8 (108) ] 1(14) | 0 0
b 14 (189) | 13 (176) | 1 (14) | 0 0
BHE SR 1(14 | 1(14 | 0 0 0
FriBsE 1(14) | 1(149 | 0 0 0
IERESERA 2(27 | 1(14) | 1(149 ] 0 0
RIEMRBE = o~ 8 — 5(68 | 4(54 | 1(14 ] 0 0
BT
=]a)o= 1(14) | 0 1(14 ] 0 0
%k 1(14) | 0 1(14 ] 0 0
IREZIR 1(14) | 1(14 | 0 0 0
iR 1(14)| 1(10 1 0 0 0
BROEE 3(41) | 1(14) | 2(27D| 0 0
AlEsR 1(14 | 0 1(14) | 0 0
FRIREEIN 1(14) 1(14) 0 0 0
R Ry 1(14) | 1(14 ] 0 0 0
EHIURKBES
B 1(14 | 0 1(14) ] 0 0
Hig 1(14) | 1(14 ] 0 0 0
DREE
KEIRFEASARLTE 1(14) | 1(14 | 0 0 0
E—EREETuys 1 (14) 1(14) 0 0 0
EHTavs 1(14) 1(14) 0 0 0
BiF 1(14) | 1(14 | 0 0 0
TR AR 1(19) | 1(14 | 0 0 0
VAR 2 (27 2 (27 0 0 0
L EHESE 2(2n 1 2(27n | 0 0 0
DEMEK 1 (14 1(14) 0 0 0
MEEF 1 (14 1(14) 0 0 0
Uvtisese =il 1(14) | 1(19 ] 0 0 0
DEXSTER S TR 1(14) | 1(14 | 0 0 0
DERSTTHS T 1(14) | 1(14 | 0 0 0
DERST-TE(L 1(14) 1(14) 0 0 0
LEXPQERITER 1(14) 1(14) 0 0 0
R RS 3(41) | 341 ] 0 0 0
mEEeE
B 1(14a ] 1(14 ] 0 0 0
BlE 4(54) | 4(54 ] 0 0 0
R HEmE 1(14) 1(14) 0 0 0
FE R IR MASTE 1(14) | 0 0 0 1(14)
RS BT S USRS
TR 4(54) | 3(4D | 1(14 | 0 0
BHim 1(14) | 1(14 | 0 0 0
1 1 1(14) | 1(14 | 0 0 0
FE bR A 1(14) | 0 1(14) | 0 0
TAMETE S 5(68 | 3(41)| 2(27n | o 0
THEE A 3(41) | 3(41)] 0 0 0
i S 1(14) | 0 1(14) 1| 0 0
B 3(41) ] 30411 0 0 0
MHEE D JEHE 2 (27 1(14) 1(14) 0 0
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. &l

(o5%)

13

I:lx 00
— B FEIHGIE (%)
23 Gradel Grade2 Grade3 Grade4
BEBES
BEER A 1(14 | 1(14 ] 0 0 0
BE R 3(41) | 1 (19| 227 0 0
ik 3(41) | 1(14) | 2(2n | 0© 0
LRRERRE 4(54) | 4(54) ] 0 0 0
ml=2 2(2D | 2(2n 1! o 0 0
E54 22 (29.7) | 17 (23.0) | 5(68 | © 0
TH 17 (230) | 12 (162) | 4(54) | 1 (14| ©
HILRR 6(81) ] 5(68) | 1(14 ] 0 0
WTEE 3(41) ) 3(41 | 0 0 0
HAERE 1(14) ] 1(14] 0 0 0
BRI 1(14 | 0 1(14 0 0
757 4(54) | 3(41) | 1(14 0 0
B 45 (60.8) | 37 (50.0) | 6 ( 81 2(270 1] o0
RS 1(14) ] 1(19 ] 0 0 0
HLFIE S 2(270 | 2(27n | o 0 0
NIBEAZE 1(14 ] 0 0 1(14) ] 0
EENGIR 3(41) | 3041 0 0 0
CpIge 57 (77.0) | 29 (39.2) | 22 (29.7) | 6 (81) | ©
EBEA 1(14 ] 1(149 1 0 0 0
E3ke 1(14 ] 1(149 1] o 0 0
MEH: 17 (23.0) | 11 (149) | 5(68) | 1 (14| 0
OEUBA 2(27 | 2(27 | 0 0 0
FFEERES
BYYLYV M 1(14) | 1(149 ] 0 0 0
ALT(GPT) #11 19 (257) | 16(216) | 1(14) | 2(27 | 0
AST(GOT) %4 1(14) | 1(19 ] 0 0 0
AST(GOT) #1m 21 (284) | 18 (243) | 2(27 | 1(14 | 0
MPYYLE VD 4(54) | 4(54 ] 0 0 0
MY 7(95 | 7(95 ] 0 0 0
P LDERA 1(149 7} 1(19 1 0 0 0
s LDHE 38 (514) | 37 (50.0) | 1{(14)| o0 0
y-GTP# A 1(14) | 1(14 ] 0 0 0
y-GTPHH 18 (243) | 13 (176) | 4 (54) | 1 (14| 0
MR ALPEET 18 (243) | 18 (243) | © 0 0
ERELUR THERE
BEE 18 (243) | 18 (243) | © 0 0
13 2(270 | 2(2n 1 0 0 0
Z¥E 1(14 ] 1(14 ] 0 0 0
BA 1(14) ] 1 (19| 0 0 0
MOEE 3(41) | 3(41) | 0 0 0
F RN 58 (78.4) | 20 (27.0) | 26 (35.1) | 12 (162) | ©
FURH 1014 1(1d | 0 0 0
FHEERE 2(2n ] 2(27n | o 0 0
2 37 (50.0) | 17 (23.0) | 19 (257) | 1 (14) | ©
BREERE 10 (135) | 8(108) | 2 (27| © 0
HERRB LR BREE
EoEsE 1(14) | 1(149 | 0 0 0
L] 7(95 | 7(95 | 0 0 0
fRIRE &R 1(14) 1(14) | 0 0 0
i 1(14) | 1(14 | 0 0 0
VB i 3(41) | 3(4D | 0 0 0
BEbE 2 (2.7 1(14) 1(14)] 0 0
BEIRTEE 1(14) ] 1(14] 0 0 0
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E‘ 0,
O BRI (%)
2tk Gradel Grade2 Grade3 Grade4
BbLURBES
R 1(14] 0 1(14)] 0 0
EaR 10 (135) | 5(68) | 5(68 | 0 0
REREE 1(14) | 1(14) | o 0 0
RERE 1(14) | 1(14 | 0 0 0
MHoL7F =V 6 (81| 6(81) | 0 0 0
Mirp oL 7= 3 6 (81) 5 ( 6.8) 1(14) 0 0
IR ER SRR A 12 (16.2) | 12 (162) | © 0 0
MAPFREEE N 15 (20.3) | 15 (203) | © 0 0
R 7 Fo iR 1(14) 1(14) ] 0 0 0
RpEEEYE 7(95 | 7095 | 0 0 0
R b RS 1(14) 1(14 ] 0 0 0
RpH L5 1(14) | 1(14) | o 0 0
LR S LVIERE
HHEEE 1(14) | 1(14 ] 0 0 0
FeB 7S B 1(14) ] 1(10 ] o 0 0
TSR EE 1(14) 0 1(14) 0 0
L ERESIVRSRmERE
R &R Rk 2027 2(20 1 0 0 0
i} 4 (54) 4 (54) 0 0 0
EE 1(14) 1(14) 0 0 0
[i5ig 34 (459) | 28 (37.8) | 5(68) | 1 (14| 0
B 1(14) | 1(14 | 0 0 0
&R 1(14) | 0 1(14) | 0 0
AV TN R 20201 2(2n 1 0 0 0
ESERRLR IS 2 (27 2(27 1 0 0 0
347 12 (162) | 9 (122) | 3 (41| © 0
R 9 (122) | 8(108 | 1(14) | 0 0
infusion reaction 14 (18.9) | 13 (17.6) 1 (14 0 0
RERD 24 (32.4) | 17 (23.0) | 7 (95 | 0 0
BFERE
7T IVES 36 (48.6) | 28 (37.8) | 8 (10.8) | © 0
BREAERS 20 (27.0) | 20 (27.0) | © 0 0
wEaREm 1(14) 1(14) 0 0 0
MAVTF vt E -6 | 18 (24.3) | 18 (243) | 0 0 0
MAILTF=vFaAEF -8 | 8 (108) | 6 (81) | 2(27) | © 0
Mrsa—LiFd 11 (14.9) | 11 (149) | 0 0 0
Ml sa— L) 5(68) | 5(68 | 0 0 0
A A5 12 (162) | 10 (135) | 0 2(27 ] o0
JiG:EA 2 i) 11 (14.9) | 11 (149 | © 0 0
Jiiike b DL P - ) 16 (21.6) | 15 (203) | © 1(14) 1 0
il P a PS5 4(54) | 3(41) ] 1(14]| 0 0
8. PESSORBAGHE
5 1(14 | 1(14 ] o 0 0
g 1(14) 0 1(14) 0 0
BIfEFI 4 © MedDRA/J Ver. 9.0 (ICHER 42 FA S5 £ A ATE IR Ver.9.0)
EEE DOEHH © CTCAE Ver. 3.0 (Common Terminology Criteria for Adverse Events Ver.3.0)
TR P E
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. &l

(05%)

£

QI XBEBEHRIIE
NETHFLh - TAXEED RV RAEEA R H L2210 T, B EHEER1,783/
(BT TOBEE) P.1,46301(82.1%) I EER 1 RBHEN/,

SRFHESNU LD FEEES
AEERIK 1,783
TEiE RIEFIE (%)

25
R 410 (23.0)
|ITHE 302 (16.9)
RS 299 (16.8)
By 161 ( 9.0)
FEEES 130 ( 7.3)
BRI AE 107 ( 6.0)
wiE 101 (5.7)
HasE 61 ( 3.4)
EAHERA RIS 55 ( 3.1)
BEE 54 ( 3.0)
i 45 ( 2.5)
BE 43 ( 24)
¥EREYE 43 (24)
BHTEVZHE 38 (21)
=31 34 (19
AVTNT U 33 (19
BERARERE 33 (19
HUDSEE 28 ( 1.6)
HhEEE 28 ( 1.6)
B 25 (14)
PUiE 18 ( 1.0)
1815 13 (0.7)
BEER s 12 (07
HARRE 11 ( 0.6)
7 10 ( 0.6)

D
IR 46 ( 2.6)
&R 25 (14)
{EfE 23 (13)
et} 19 (1.1)
D IERE 18 ( 1.0)
R RN E 15 ( 0.8)
DTS 11 ( 0.6)
MkE 10 ( 0.6)
EE 10 ( 0.6)
S 10 ( 0.6)
LR 10 (06)
RERERAR A SE 9 (05)
BiE 9 (05)
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8. 8l
(m5%)

£

e FEIRIERI (%)
H{bER
TH 327 (183)
B 288 (16.2)
LISV OHE 265 (14.9)
nErt: 231 (13.0)
BRI 112 (63)
mlo P 101 (57
CIFENEETE R 70 ( 39)
OFEPETRE 60 ( 3.4)
[FRRERE 59 (33)
(G5 58 ( 3.3)
I EREE 52 (2.9)
T EE 46 ( 2.6)
Ek 41 (23)
HIERR 38 (21)
77EEOR %K 33 (19)
PNiDS 32 (18)
A% 28 ( 1.6)
Bk 27 ( 1.5)
A 26 ( 1.5)
5 24 (13)
BIEEE 19 (11)
HEEBL &Y 19 (11)
B3 15 (0.8)
BB 13 (07
PR 13 (0.7
BEEE 12 (0.7
[i=hiz et} 11 ( 0.6)
NP 10 ( 0.6)
HEgES 10 (06
A5k
BIE R AR S 10 ( 0.6)
MAERRVIN
B A E 914 (51.3)
#if 431 (24.2)
M MR AE 177 (9.9)
) SEE 32 (18)
a5 21 (12)
PLILERIR A EE 17 ( 1.0)
i 15 (08)
FFEEERIE INAE 12 (07
B RE
M ALPSE T 159 ( 8.9)
FERD 129 (7.2)
AST(GOT) #1m 76 ( 4.3)
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8. Bl ) 1E Bl RIVERIE (%)
(o7%)
A HRE 72 (4.0)
ALT(GPT) 80 70 (3.9
BRE 69 (3.9):
A Ly ATLTE 63 (3.5
B 47 ( 2.6)
b 32 (18)
1B A I0E 31 (17
&I N ALE 31 (17
& b 26 (1.5)
EEAME 26 (15
MFh oL 7 F =38 22 (12)
BYYLEVME 18 ( 1.0)
M REEM 14 (0.8
LDH#EM 11 ( 0.6)
BYVERINE 10 ( 0.6)
& BRI E 9 (05
Jligii s 9 (05
B
v 36 (2.0
BEESIE 18 (1.0)
BHET 13 (0.7
B 13 (07
E
SERRH 70 ( 3.9)
5% 61 ( 3.4)
RREE 58 (3.3)
R A 51 (29
FEEHE 43 (24)
SRR = 2 — 8 — 35 (20
{EEHR 31 (17)
s 28 (1.6)
Rz 20 (11)
SHBLIRAE 18 ( 1.0)
BEREE 18 ( 1.0)
FRtE 17 ( 1.0)
RREERTTHE 15 (0.8)
B= 15 ( 0.8)
BlEREH 10 ( 0.6)
BB RE 10 ( 0.6)
I 9 (05
HITRE 9 (0.5)
FFOREE
Bige 258 (14.5)
R 156 ( 8.7)
PR bR 154 ( 8.6)
33
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. Bl
(%)

3

FEiE FEHRERIE (%)
Bl 88 ( 4.9)
KBS 50 ( 2.8)
LEFED 47 ( 2.6)
B 39 (22)
FifEE 27 ( 1.5)
Brgzk 26 ( 1.5)
= 26 ( 1.5)
SEIFIR 20 (11)
Lo<h 17 ( 1.0)
MR EE 14 (08
W 1fiL 12 (07)
HE-RESE
i3 162 (9.1)
BEETE 133 (75)
B~z 119 ( 6.7)
ZIFAE 72 (4.0
SHE 56 (3.1)
O 41 (23)
REEE 30 (17)
FEERE 29 ( 1.6)
HEE 26 ( 15)
HMRESREE 25 (14)
REEE 24 (13)
EEES 22 (12)
A Ac 20 (11
B B R 17 ( 10)
i 14 (08)
KA A 14 ( 0.8)
B 7R 12 (07
JRDFEE 11 ( 0.6)
FIBNE R 2 11 ( 0.6)
i 10 { 0.6)
B 10 ( 0.6)
LA 9 (05)
R
MR g% 145 ( 8.1)
DS 21 (12)
RS 18 ( 1.0)
FleEdl 15 ( 0.8)
HRHEEE 11 ( 0.6)
Hy 10 ( 0.6)
ESi] 10 ( 0.6)
R 9 (05)
IR AR
FILTIVIR 36 (2.0)
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8. &l 1 A
(oo%)

it FIVERIE (%)
HEREE 19 (11)
HEPR R 19 (11
R R 17 (1.0
Bra 15 (08)
HrsEE 14 (08)
MR 11 ( 0.6)
BRI T 11 ( 0.6)

(3) EREE. AHHE. EEERUFROFREFTRINOEMEAREREAE
FUEREL

(4) BEYTLILE—ICHTEEERURRE
BETIEILNETVAF—BXIIT F 7455 —FDinfusion reaction?SdbbbNBIENHS
OT BE5HRIZEEOREHERICEEL. 20 &) kinfusion reaction?3 LB AIZIRE%
PIE T 2 EEYERBETICE, [[1. BEAREZOEEY) |, [6. EELAERANERL
FOBEBARUNES ] . [8. BIER 1) EALBIERAEFIEER (3) | 0BEE ]

LEMEEADERSE

BEE TIRRHLENE, BRAEISEobNP TV e FREAMETL TOAIEA V20
BWIFRESRT 2B Thrds. HRICHEEL TEEORELBRLLPSREIRS

TBHIL,

(f)

—RI TR EE TIRAEEEME TL T05, FIEEEME TL TO BB A RAFI ORI IR
Bl BIEREZMCRN W RS 55 ISR EE TILLEN SRR EEMEI 2R
79 BERIIHELEEORELBRELAPLHEIIRETHIL,

10. 1E15. EfF. BILE
Z2ANDHRE

1R SUTFIRL TOB T RS D B A AIZIZ R EL AW IEAEEL W, [BIER (91
oH20) TR EERURESRER S RESh TV5, ]
2) AR RS T5EAICIFER AL xR A2, (B HOREIIETAIREMIIREILT

VARV, ]

(f#ak)

1D FFNT. Syba W R-BIRREICETREBRICEN T, 1.0mg/keFE CHRIRAREDORAD 4 F
FaIRE DA  RIRE DB & OB RO EBIEAFEDEN T ED) | F7n w934 s
-BRRFEICET 258 BRI BV . 0.5me/ kg L EO B TR - R RBHE R U ES R IR
BDONTNEE | LA T SR UTIFIRL TOA T RS DS 518 AT E LWz e,

2) KFIDO MBI AFLHANOBTIC DO TIARRR L0, B P ORI RE OB 54EITS
Z& RUEBTRSTAEAINI FEREFIET22LE,

11 READERE

NRFISET 2R ESh Toan (AR D) .

(f#35%)
NRISH T BERRRL L REMESHELL TORWIE,E 16K EOB RIS ekt L%
LHIMEN BB AICDAHRETHILHBUTHS,

12.BEBREHREI
RiEF T EE

1.8 8 # &5

R ER
PR VIBEIE ORI TR ER BT IS . QIR E R O/ IMRIE A EE
DHENBINT 2Lh3H5,

WE
T/ B CEEREROE M, EAR S B ALERT L LI BEAICT T 555E
BEETHZL,
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14 BHERUEA

FA ) M msan
ZHEOER | 05T 52 T SRS T,
(mEzcgET | | B
NEDAREE) :

AHIDOBE N R UASN S 72> T FRA T 2SEBEITIZE, FAID B I
i 73R AL B BT RS T L,
3) 5K

(1) FEI D347 NAZIEIENTID TH B, /AT O RGBTSR YICEET 5L,
o FRBIZ2~SCTRFL 4R L AIZ #5452,

(2) FBRE ST BUR A E L BT LB 570, MIBHREERIZIO5FEETLIE, MEFH
R OMBESBVIERSEL /BT, B 5 EESIHIEL  BIOBIRCHERT 528,
L, RSN A AR T ZE TOERMSBENIh B A S5,

BYEFIHEE DRI A4V TINE—EFERLENWIE, 2 REFAVDREET IV 2

IZEETBTE,
(F3%)
2) KA EFI B LR A AR TR S50 T BHRVICR+2ERT5IL,
3) & 55

(1) AFNIREFAAEBEL ToRLED, IEENTINE L ERBORIE BT RET 52,
7 A FIE5% T PSS TH90.13me/mLOBE L BB IS ERL - &, BIR (16~
22°C) VBARDE T T4 EIZ TOREW I HEDHOEN TS,

pH ViR~ LAEEE (%) SERITE (nm) &8 (mg/ml)
BRtaRS | 4RSI | BERARS | 24R3E | BMAES | 24B3REE | BIMARE 24B5[E1%
6.23 6.22 95.6 95.1 91.0 91.3 0.136 0.136

(2) FA&NT, ME SR EOHBBEOTEE X, irritant drug (BT TORELZEI T HEE
RECIIELROER) THELEALN TS, MESHRH TR 575 A SRR
TR DS 57- S AE BIZHPIEL, B0 RCHET 528, BEIZSC TR SO
BHHIEDNBZTHZE, ‘

B) EFNITANE—TRREZNBIEHIE AVFAVTINZ—IZER LN, 372 REETH
IZRHRETI9Y 25T AR BB S SN ARS8 00 B FEL T Ty 2 %
Thxnlk,

1.2 0 fh O ) BB Ol 1 O R R OB (L A B R A P O A 3 B A

T3,

2) Sy M REEIRIR 5 U528, Img/ kg 5B B O OB R/NRML R UR R AR 73
WAOHFEDEN AR REFIRNIRS L7-EERT.0.25~1mg/ke 5FHC BV TR EER
B BHEENR UK TR RSB0,

3) FRUAEY VERIEDE T 5EICED R FRELEEIE D S5,

(fe4)

1) FEN-EBEEFE R UER MR IIT - COand B L e VIERIE R OB A
POWT BEBR CERERZRMRURENLE 750 . EREERIEL TW5,

2) [X. JEREIRAABRICEE 4 27HE 2. #4250,

3) PNV VIERBIEDE T HEIZID RPAHRALEEIENHED T, AR EIIFEL T BE
ISR 2L,

16. % 0} fib

36
186 / 375 XR—T




X. FERRERA B (CRI I B IRHE

1.

¥ B

ABREE

B, MR

RERER

B58

B R

(1) AR AR RIS
x4 B4R

Swb
(Crj : CD(SD)
1GS)

H[E
RS

1.3.9
(mg/kg)

1mg/kgbl b T 5241815
FC, - BERRUHZETEH
EHBREIIEELRITER
75)07’:0

(2) PRIR B IR 25
AR

N
(B~

B RPY
1BE R
RS

1.3
(mg/kg/#F)

Img/kg/Fl F T 5544
B2, STEALTH®Y Y — 24
HATFERBREIRRT 5L

EIONATH WA MERT
BERONTH HERTEET
IZIZEHEL 72, 1mg/kg/BRLL
FTHERTU4ERZET,
LAFELEROBEREUE
235 x—4 (PRES. RREFE.
QRSHEFFE, QTR KX UQTC) |
PPOR L By AR I pH ., B R i
ROE.ESRMKBEN 24 E
BUANEZTCY (Hb) Be XA
FECE/EAEN T DI
BRECIFRRICHEERRIT
S roiz,

BERZREST. eMIBEX
I MAE R TR BRI
BWZEHHEREN,

(3) ML R =363
B

= N1i1k7/3

in vitro

2
(mg/mL)

2.8 M| (1) BERSENHER
B)HRE. 1l

Fyb M
(Sprague Dawley.

®’58
(mg/kg)

4.8.12

R

12 mg/kg BECL06IH4%, 8 mg/kg BETL0MIp
A — R B D7 0FET LT, BT
B RERURERORE ER BEROERELY
DOREE . HEERUUSA EE BB BE
Z2 4 RERR . S4B I ONC IR R S At
BEsh MRFENRCINRE L ZHOREED
BEERREDENIz, ThEDpT Rk, A FHI I EE
B ICEHEME AR L,
BREOEGERIZ8mg/ kg TH -7,
ARIOTRAIER TR BN OEELBEER U
—HRREEEAL D78, 2.1 mg/kg BOMIRH
1528 ER L7, EFEM T R OEE.
KB BB fif R ORIE . B EFE RGR. BE
MAET . HIE, B E2R05h, MEER U
MFEAE R EEOEELFRDENz, TheD
T R AEFFICI BRI R R L,
HERE DRI EILHEA2.1mg/ kg A2, 1mg/ ke
ThoTz,

#EER
FFIRA

) 40)

AR, it EFIRA

(K—2'n) 41)

15,18.2.1
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==

(oo%)

(2) FERSEURER

Eakze el

BERER

#5.8 (mg/kg)

W OR

PRI i

(Sprague Dawley) %

Bk | FA © 0.25.1.0.1.5
PN R
1.0 (3HFEIZEH13ME])

1.5 mg/kg B CSEHR ST . —REE
BAL D=2 IE15F 7451, M1 55 1651%
THEEBRL7-7-8., 1.5 mg/kg FHOBE
ZdibU7s, £7-, 1.0 mg/ke BEOMELSFIR
1% — iR RE AL O 7D U E B L 7=,
—RpREEEER T3, 1.0 mg/kg TR
FREERCEMBBRENEDGI,
0.25 mg/kg B THERE L EEEHNR
Doz, INODFT RIZ, REHRRT
EHOIF L ACEIEL -, REENER T
FBHEB WD, 1.0 mg/kg BIZEDS
N T FFUN Y RIS EEL L
T ARBNLER. DI, BREIC - 2828
BETHBIEITREN, — . REfEE
HRFVILET BRI LDEDS
NBRRUHRICE T 2HEIENFY
ML VIERIE R RIEE T -7z,
EHEMERI120.25mg/kg ki TH o7,

AR, MR
(=)

BIRA | AA ©0.25.0.75.1.0
RS IERRES
1.0(21BBEIZEH10ME)

EREMTREHMPIIETIZEDS
NEH o7, 0.75meg/ kgl L OB TERIE
DEERUVARRENADOI, KERE
EHMICHEI RN, REEED
£ IR E R I EIIE L7228, BB
REEEICEAD O NI, F FEVAE VY
BERIER L LU ¢ DR OV EREIC
TRRESGINZ ARSI, — R
T AR EII R VIERRIERE T
FIfRE Ch-o7=,
EEMEI30.25mg/ kg ifi Th -7z,

() EIEREE AR

ABRE

g "5

B58
(mg/kg)

R

-BERFEAICHE
T HER
(Segment II)

(Sprague Dawly)

TR b

BEL

R | 0.1,
(HEIR6EHS
15HOM. 38 |OES» 805z,

0.5.1.0 |BEHCid.0.5mg/kgll LD

HTHRENNERUVEER
ZEHE) (BBRTIE, 1.0 mg/kg Bk
WTAFREFEORSD &
B IRE O WA R O IAR 2
DEMPEDLN, RIREN
PRENTz, E BEICBR
REBEISER T 20 EEE
BEHOENT,

BEO—BRFE T 58
FERIL0.1mg/ ke, RREHD
HFEREICH T AEEMRR
0.5mg/kgR UBRRIZX$3
M E120.5mg/ kg TH 7=,

-RREFAEICHE
ERAEY
(Segment 1) 20

R F
(NZW)

BHRA | 0.5,
(FER6E 26
18HDM .3 | IFMRB EICFE T L, F7.
FHE|Z350E)

1.5 mg/kg BET5FIF 14,
2.5 mg/kg B C5H P 3HA

1.5.2.5

0.5 mg/kg B TERFIIREL
Tl HUBERL-EZA &
BRI FRD Sz, 1.5
KU 2.5 mg/kg BEDAFFHNC
BOTEER TN
bN7=Zenb HEFERIEN
R URE-BRIREFEERH R E
iz,
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xiw

o)

(4) EDMMOFTHEME

HEvEE ﬁg’f‘ 155 w5E & =
B Al 2s) sHE | BEEFRA [02.20mg/E  |RRBREZRIIEOTERERED
i3 bhd AEEERH 280
(NZW) SRR 5 CRER2~4H
128D TEMEAHEPEADS
- REHSZORETE
BB ISR TS RIZER
&)Bﬂﬁﬂ)of:o :
B AT ) A BEKFET |0.2.2.0mg/36 | BRBBRKZICHNT, BE5EH4
i ICHLEE . BERR & UM B T B A%
(NZW) RHoh 5L ORER
BERREICBOL T, RS
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PRESCRIBING INFORMATION

DARAPRIM®

(pyrimethamine)
25-mg Scored Tablets

DESCRIPTION

DARAPRIM (pyrimethamine) is an antiparasitic compound available in tablet form for oral
administration. Each scored tablet contains 25 mg pyrimethamine and the inactive ingredients
corn and potato starch, lactose, and magnesium stearate.

Pyrimethamine, known chemically as 5-(4-chlorophenyl)-6-ethyl-2,4-pyrimidinediamine, has
the following structural formula:

CoHs

N
v ) :

NH,

Ci2H3CINg
Mol. Wt 248.71

CLINICAL PHARMACOLOGY

Pyrimethamine is well absorbed with peak levels occurring between 2 to 6 hours following
administration. It is eliminated slowly and has a plasma half-life of approximately 96 hours.
Pyrimethamine is 87% bound to human plasma proteins.

Microbiology: Pyrimethamine is a folic acid antagonist and the rationale for its therapeutic
action is based on the differential requirement between host and parasite for nucleic acid
precursors involved in growth. This activity is highly selective against plasmodia and
Toxoplasma gondii.

Pyrimethamine possesses blood schizonticidal and some tissue schizonticidal activity against
malaria parasites of humans. However, the 4-amino-quinoline compounds are more effective
against the erythrocytic schizonts. It does not destroy gametocytes, but arrests sporogony in the
mosquito.

The action of pyrimethamine against Toxoplasma gondii is greatly enhanced when used in
conjunction with sulfonamides. This was demonstrated by Eyles and Coleman' in the treatment
of experimental toxoplasmosis in the mouse. Jacobs et al* demonstrated that combination of the
2 drugs effectively prevented the development of severe uveitis in most rabbits following the
inoculation of the anterior chamber of the eye with toxoplasma.
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INDICATIONS AND USAGE

Treatment of Toxoplasmosis: DARAPRIM is indicated for the treatment of toxoplasmosis
when used conjointly with a sulfonamide, since synergism exists with this combination.
Treatment of Acute Malaria: DARAPRIM is also indicated for the treatment of acute
malaria. It should not be used alone to treat acute malaria. Fast-acting schizonticides such as
chloroquine or quinine are indicated and preferable for the treatment of acute malaria. However,
conjoint use of DARAPRIM with a sulfonamide (e.g., sulfadoxine) will initiate transmission
control and suppression of susceptible strains of plasmodia.

Chemoprophylaxis of Malaria: DARAPRIM is indicated for the chemoprophylaxis of
malaria due to susceptible strains of plasmodia. However, resistance to pyrimethamine is
prevalent worldwide. It is not suitable as a prophylactic agent for travelers to most areas.

CONTRAINDICATIONS

Use of DARAPRIM is contraindicated in patients with known hypersensitivity to
pyrimethamine or to any component of the formulation. Use of the drug is also contraindicated in
patients with documented megaloblastic anemia due to folate deficiency.

WARNINGS
The dosage of pyrimethamine required for the treatment of toxoplasmosis is 10 to 20 times the

recommended antimalaria dosage and approaches the toxic level. If signs of folate deficiency
develop (see ADVERSE REACTIONS), reduce the dosage or discontinue the drug according to
the response of the patient. Folinic acid (leucovorin) should be administered in a dosage of 5 to
15 mg daily (orally, IV, or IM) until normal hematopoiesis is restored.

Data in 2 humans indicate that pyrimethamine may be carcinogenic: a 51-year-old female who
developed chronic granulocytic leukemia after taking pyrimethamine for 2 years for
toxoplasmosis,’ and a 56-year-old patient who developed reticulum cell sarcoma after 14 months
of pyrimethamine for toxoplasmosis.4

Pyrimethamine has been reported to produce a significant increase in the number of lung
tumors in mice when given intraperitoneally at doses of 25 mg/kg.’

DARAPRIM should be kept out of the reach of infants and children as they are extremely
susceptible to adverse effects from an overdose. Deaths in pediatric patients have been reported
after accidental ingestion.

PRECAUTIONS

General: The recommended dosage for chemoprophylaxis of malaria should not be exceeded.
A small “starting” dose for toxoplasmosis is recommended in patients with convulsive disorders
to avoid the potential nervous system toxicity of pyrimethamine. DARAPRIM should be used
with caution in patients with impaired renal or hepatic function or in patients with possible folate
deficiency, such as individuals with malabsorption syndrome, alcoholism, or pregnancy, and
those receiving therapy, such as phenytoin, affecting folate levels (see Pregnancy subsection).
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Information for Patients: Patients should be warned that at the first appearance of a skin rash
they should stop use of DARAPRIM and seek medical attention immediately. Patients should
also be warned that the appearance of sore throat, pallor, purpura, or glossitis may be early
indications of serious disorders which require treatment with DARAPRIM to be stopped and
medical treatment to be sought.

Women of childbearing potential who are taking DARAPRIM should be warned against
becoming pregnant. Patients should be warned to keep DARAPRIM out of the reach of children.
Patients should be advised not to exceed recommended doses. Patients should be warned that if
anorexia and vomiting occur, they may be minimized by taking the drug with meals.

Concurrent administration of folinic acid is strongly recommended when used for the
treatment of toxoplasmosis in all patients.

Laboratory Tests: In patients receiving high dosage, as for the treatment of toxoplasmosis,
semiweekly blood counts, including platelet counts, should be performed.

Drug Interactions: Pyrimethamine may be used with sulfonamides, quinine and other
antimalarials, and with other antibiotics. However, the concomitant use of other antifolic drugs
or agents associated with myelosuppression including sulfonamides or
trimethoprim-sulfamethoxazole combinations, proguanil, zidovudine, or cytostatic agents (e.g.,
methotrexate), while the patient is receiving pyrimethamine, may increase the risk of bone
marrow suppression. If signs of folate deficiency develop, pyrimethamine should be
discontinued. Folinic acid (leucovorin) should be administered until normal hematopoiesis is
restored (see WARNINGS). Mild hepatotoxicity has been reported in some patients when
lorazepam and pyrimethamine were administered concomitantly.

Carcinogenesis, Mutagenesis, Impairment of Fertility: See WARNINGS section for
information on carcinogenesis.

Mutagenesis: Pyrimethamine has been shown to be nonmutagenic in the following in vitro
assays: the Ames point mutation assay, the Rec assay, and the E. coli WP2 assay. It was positive
in the L5178Y/TK +/- mouse lymphoma assay in the absence of exogenous metabolic
activation.® Human blood lymphocytes cultured in vitro had structural chromosome aberrations
induced by pyrimethamine.

In vivo, chromosomes analyzed from the bone marrow of rats dosed with pyrimethamine
showed an increased number of structural and numerical aberrations.

Pregnancy: Teratogenic Effects: Pregnancy Category C. Pyrimethamine has been shown to
be teratogenic in rats when given in oral doses 7 times the human dose for chemoprophylaxis of
malaria or 2.5 times the human dose for treatment of toxoplasmosis. At these doses in rats, there
was a significant increase in abnormalities such as cleft palate, brachygnathia, oligodactyly, and
microphthalmia. Pyrimethamine has also been shown to produce terata such as meningocele in
hamsters and cleft palate in miniature pigs when given in oral doses 170 and 5 times the human
dose, respectively, for chemoprophylaxis of malaria or for treatment of toxoplasmosis.

There are no adequate and well-controlled studies in pregnant women. DARAPRIM should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
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