8. Bl 1€ R - P
(>5%) e BIfEFIRBBIE (%)
£ Gradel Grade2 Grade3 Graded
HERES
o oo E U 2(2n | 2(2n ] o0 0 0
WRMER 9 (122) | 8(108) | 1(14)| © 0
SER 14 (189) | 13 (176) | 1 (14| © 0
BB SRR 1(14) | 1(14 | 0 0 0
FriEss 1(14 | 1(14) | 0 0 0
BLREEHR 2(20 ] 1(14) | 1(14 ] 0 0
YRR = 0 — ¥ — 5(68) | 4(54 | 1(14) ] 0 0
RS
E e 1(14 | 0 1(14) 1] 0 0
RS 1(14) | 0 1(14) ] 0 0
HRAZAR 1(14 ] 1(14) 1 0 0 0
RIS 1(14) ] 1(14) | 0 0 0
IROEE 3(41) | 1(14) | 2(27 ] 0 0
)i DS 1(14) ] 0 1(14) ] 0 0
VRS 1(14) | 1(14 | 0 0 0
Y F R 1(14) ] 1(14) | 0 0 0
EbsLURgEs
His 1(14) | 0 1(14) ] 0 0
Hug 1(14 | 1(14 | 0 0 0
LREE
REIRFEASH R 2E 1(14) | 1(14 1} 0 0 0
CB—EEETOyY 1(14) ]| 1(14 ] 0 0 0
E#T oz 1(14) | 1(14 ] 0 0 0
s 1(14) ] 1(14 1] 0 0 0
TAMER IR 1(14) | 1(14 | 0 0 0
TRMESRAR 2(2n | 2(2n | 0 0 0
LEERAIE 2(2n] 2(270 | o 0 0
DEEA 1(14 | 1(14 | 0 0 0
MEEF 1(14) | 1(14 ] 0 0 0
wticese=gil 1(149 | 1(14 | 0 0 0
EXISTER S The 1(14 | 1(14 | 0 0 0
DERISTTE S T 1(14) | 1(14 | 0 0 0
DERSTTEL 1(14) 1(14) 0 0 0
DEXPQRERIER 1(14) 1(14) 0 0 0
BR SRR A 3(4D ] 3(41) | 0 0 0
mEkREs
peizan 1(14 ] 1(14 | 0 0 0
BIE 4(54) | 4(54) | 0 0 0
AL HLE 1(14) ) 1(14 | 0 0 0
BREREF IR M AE 1(14) ] 0 0 0 1(14)
IR ER . BSE b LU HERRREE
Tk 4(54) | 3(41) | 1(14) ]| 0 0
B 1(14) | 1 (14| © 0 0
741 1(14) | 1(14 | 0 0 0
k=R 1(14) ] 0 1(14) | 0 0
TR TE S 5(68) | 3(41) | 2(27n | o0 0
THBEA B 3(4D ] 3(41) | © 0 0
il 1(14) | 0 1(14) | 0 0
B 3(4D ] 3(41)| 0 0 0
IHEEDJSAE 2(27 ] 1(14) | 1(14) | 0 0
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8. &l 1F A = p
(=5%) BRI BEIfERIR BB (%)
&tk Gradel Grade2 Grade3 Graded

BBEE
iR ¥ N IR 1(14) ] 1(14) | 0 0 0
A 3(41) | 1(14) | 2(27 ] 0 0
b 3(41) | 1(14) | 2(¢2n | 0 0
LigEEE 4(54) | 4(54) ] 0 0 0
=2 2(270 | 2(2n | o 0 0
fE5 22 (207) | 17 (23.0) | 5(68) | © 0
T 17 (23.0) | 12 (162) | 4(54) | 1 (14| ©
HILRR 6(81)| 5(68) ] 1(14) | 0 0
T REE 3(41) ] 3(41) | 0 0 0
BRI 1(14) ] 1(14 1| 0 0 0
P 1 ( 14) | 0 1(14) ] 0 0
=% 4(54) | 3(41)| 1(148) ] 0 0
i 45 (60.8) | 37 (50.0) | 6 (81) | 2(27) | 0
R 1(14) | 1(14) ] o 0 0
AL 2(27 | 2(27 ] o 0 0
/NEERZE 1(14) ] 0 0 1(14) ] 0
BARPR 3(41) | 3(41) ] o0 0 0
minD 57 (77.0) | 29 (39.2) | 22 297) | 6(81) | O
BER 1(14) | 1(18 ] o 0 0
5 1(14)] 1(14 ] 0 0 0
gt 17 (23.0) | 11 (149) | 5(68) | 1(14) | ©
OBUbBA 2(27 | 2(271| 0 0 0

FFREREE
BYULE M5 1(14) | 1(140 ] 0 0 0
ALT(GPT) #10 1957 |16 2Le) | 1(14) | 2(27 1 0
AST(GOT) #4 1(14) | 1(14 ] o 0 0
AST(GOT) #&hn 21 (284) | 18 (243) | 2 (27| 1(14) | 0
MFCYLE RS 4 (54| 4(54) | 0 0 0
MYV 7(95 | 7(95 | 0 0 0
MALDHREA 1(14) | 1(14 ] o 0 0
P LDHEEM 38 (514) | 37.(50.0) | 1 (14| 0 0
y-GTPEA 1(14) | 1(140 ] 0 0 0
y-GTPH§Im 18 (243) | 13 (176) | 4 (54) | 1(14) | o
MR ALPEET 18 (24.3) | 18 (243) | © 0 0

ERBLUETHERES
fRERE 18 (24.3) | 18 (243) | © 0 0
FLBE 2(2n | 2(27 | o 0 0
LBIFRE 1(14) | 1(14 ] 0 0 0
Bk 1(14) 1(14) ] 0© 0 0
MOEE 3(4) | 3(4n | 0 0 0
FIRAERE 58 (78.4) | 20 (27.0) | 26 (35.1) | 12 (162) | ©
=bvuntiitd 1(14) 1(14) 0 0 0
T3 EERE 2(27 ] 2(27 | o 0 0
Rz 37 (50.0) | 17 (23.0) | 19 257 | 1 (14| 0
BRUERE 10 (135) | 8 (108 | 2(27) | © 0

BERRBLUEAEGRES
e i 1(14) | 1(14 | 0 0 0
B 7095 | 7(95 | 0 0 0
IR ERE 1(14) | 1(14 ] o 0 0
s 1(14) | 1(14 ] o 0 0
JurpEs 3(41) ] 3(41)| 0 0 0
B 2(2n ] 1(14) | 1(149 | 0 0
SEREE 1(14) ] 1(14 ] o 0 0
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8. 8 1E A = P)
(o=5%) o p— BIfEFAREBRBIE (%)
£ Gradel Grade2 Grade3 Graded

BEsIURRES
SR 1(14) | 0 1(14) | 0 0
EAK 10 (135) | 5(68) | 5(68 | 0 0
REBEE 1(14) ] 1 (141} 0 0 0
REE 1(14) | 1(14 ] 0 0 0
MHFIVTF VD 6(81) ] 6(81) | 0 0 0
MoV 7F = VB 6(81)| 5(68 | 1(14| 0 0
M RERD 12 (162) | 12 (162) | © 0 0
MR SERE 15 (20.3) | 15 (20.3) | © 0 0
BT R 1(14) | 1(14 | 0 0 0
RpEERE 7095 | 7(95 | 0 0 0
R gt 1(14) | 1(14) ] 0 0 0
FRpH L H 1(14) | 1(14 | 0 0 0

ERRBLIUVILEEE
HEHERS 1(14) | 1(14 ] 0 0 0
Baif 7 S EERE 1(14) ] 1(14 ] 0 0 0
TSR ERE 1(14) ] 0 1(14) ] 0 0

LHEES LIRS RFREE
i N 2(20 | 2(27m 1} o 0 0
s 4(54) | 4(54 | 0 0 0
R 1(14) | 1(14) | 0 0 0
B 34 (459) | 28 (37.8) | 5(68) | 1(14) | 0
BhR 1(14) | 1(149 ] 0 0 0
&R 1(14) | 0 1(14) ] 0 0
AVINT U FRERE 2(27 | 2(27n1 0 0 0
FEEHERAL RIS 2(270 | 2(2n 1 0 0 0
Rk 12 (162) | 9(122) | 3 (41| 0© 0
B 9(122) | 8(108 | 1(14 1| 0 0
infusion reaction 14 (18.9) | 13 (17.6) 1(14) 0 0
REHRD 24 (324) | 17 (283.0) | 7 (95) | 0 0

BERE
7 LTIVEHRS 36 (48.6) | 28 (37.8) | 8 (10.8) | 0 0
REARS 20 (27.0) | 20 (27.0) | © 0 0
REOm 1(14) | 1(14) | 0 0 0
MFIVTF=vk2dF—EED | 18 (24.3) | 18 (243) | © 0 0
MApIVTF=vhaidd—E88 | 8 (108) | 6 (81 | 2(27) | 0 0
Mpra—nygs 11 (14.9) | 11 (149) | 0 0 0
M- LB 5(68) | 5(68 | 0 0 0
A LA 12 (162) | 10 (135) | © 2(270 1] o
ML L8800 11 (149) | 11 (149) | © 0 0
ATy L84 16 (21.6) | 15 (203) | 0 1(14)| 0
G ANPA )i} 4 (54) 3 (4.1) 1-( 14) 0 0

BE. PESLUNBSHHE
BB 1(14) ] 1(14 ] 0 0 0
g 1(14) | 0 1(14 ] 0 0

ElfER% | MedDRA/] Ver. 9.0 (ICHEIR ER3X FIZE A AZEAR Ver.9.0)
ENEEDOFHE : CTCAE Ver. 3.0 (Common Terminology Criteria for Adverse Events Ver.3.0)
cRlissngr Ay
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8. &l 1k A @I A XEBEAH R HE
(02%) HNETITbh A TEEI AR REE N R L2108k T, B2 MFHEAEFI1,783%51
(CEBEEETOHRHE) H.1,4635 (82.1%) ILE BEBERHADLNIZ,
@RIVHEEOS% L LOBESER
HEEERIR 1,783
N RBERIS (%)
25
R 410 (23.0)
EITRE 302 (16.9)
R 299 (16.8)
Jib-] 161 ( 9.0)
TEE 130 ( 7.3)
BRIfEE 107 ( 6.0)
23 101 (57
Jasi 61 (34)
PSR RUG 55 (3.1)
WE 54 (3.0)
b 45 ( 2.5)
E 43 ( 24)
e 43 (24)
BAEVRE 38 (21)
[R5 34 (19
ATV 33 (19
R AR 33 (19)
HYIHE 28 ( 1.6)
MR E 28 ( 1.6)
B 25 ( 14)
IR 18 ( 1.0)
1815 13 (07
AT 12 (07)
TR 11 ( 0.6)
FEL 10 ( 0.6)
DR
HR 46 (26)
MEHTE 25 (1.4)
{KIE 23 (13)
g 19 (11)
DIERESE ' 18 ( 1.0)
AR HEE 15 (08)
LEETRETE 11 ( 0.6)
MfiesE 10 ( 0.6)
BIE 10 ( 0.6)
Fpm , 10 ( 06)
DR 10 ( 0.6)
BREREFIRIMIRAE 9 (05)
#giF 9 (05)
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8 ?f) 5 g)ﬁs A W )
HEER
TH 327 (183)
B 288 (16.2)
m]=p M2 g - 265 (14.9)
Mgt 231 (13.0)
AR 112 ( 63)
Opge 101 ( 5.7)
CUEPRIRET R 70 (3.9)
DEPREBERE 60 ( 3.4)
R RE 59 (33)
R 58 (3.3)
P i ' 52 (29
T 46 ( 2.6)
EE3 41 (23)
HILRE 38 (21)
T7EORZ% 33 (19
PN 32 (18)
A% 28 (1.6)
B 27 (15)
HEPIZE 26 ( 15)
g 24 (13)
BiERE 19 (11)
EELSY 19 (11)
537 15 (08)
B I 13 (07)
IR 13 (0.7)
RERE 12 {07
ELRR I 11 ( 0.6)
NP 10 ( 0.6)
JiEE P 10 { 06)
A2
BB AR L 10 (06)
MmEROYULIN
A Bk RE 914 (51.3)
1 431 (24.2)
M MRIRAE 177 (9.9)
UPA: 32 (18
155 21 (12)
PLERIRAE 17 ( 1.0)
I 15 (08)
FFEAEREE IAE 12 (07)
R 90
MRALPEET 159 ( 8.9)
HERD 129 (7.2)
AST(GOT) $#im 76 (4.3)
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8. f” AL R IR (%)
DX :
APV 72 (4.0
ALT(GPT)31m 70 (39)
EBRE 69 ( 3.9)
B N LR 63 ( 3.5)
K 47 ( 2.6)
YRHE 32 (18)
1A AlfLE , 31 (17)
{EF b AlfURE 31 (17)
=ik 26 ( 1.5)
EZE A 26 (15)
MAzVTF =i 22 (12)
BYULEVIE 18 ( 1.0)
MR 14 (08)
LDH#EH 11 (06)
BB IE 10 ( 0.6)
R VR LSE 9 (05)
(B E © 9 (05)
BE%
i 36 (2.0
Ba g 18 ( 1.0)
FRTHET 13 (0.7)
B 13 (07
BE
SERRE 70 (3.9)
508 61 ( 34)
TRRIE 58 (33)
. 51 (2.9
FEEDERN 43 ( 24)
FehtE = oS- 35 (20)
il 31 (17
TR 28 ( 1.6)
Tz 20 (11)
gEELIRAE 18 ( 1.0)
BERY 18 (1.0
R 17 (10)
ERERIE TN 15 (08)
s 15 (08)
D EN 10 ( 0.6)
RIBEREE 10 ( 0.6)
Jhige 9 (05)
HITEE 9 (05)
PR
Higs 258 (14.5)
TR 156 { 8.7)
IR PR i 154 ( 8.6)
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8. ?'?"O ,5_5)1"5 B o RATH (%)
LY 20 83 ( 4.9)
RELYE 50 ( 2.8)
LD 47 ( 2.6)
B 39 (22)
i3 27 (15)
Hak 26 (15)
T2, 26 (15)
TR 20 (11)
LeokB 17 (1.0
TRIRREE 14 (0.8)
I 12 (0.7

B fTES
323 162 ( 9.1)
e 133 (7.5
B~ L~z 119 (6.7)
SIFRE 72 (4.0)
X 56 (3.1)
T 41 (23)
RERE 30 (L7)
FIRAERE 29 ( 16)
HRES 26 (15)
BREERES 25 (14)
i [ 24 (13)
idpae) 22 (12)
- poad 20 (11)
FREEH RS 17 (10)
el 14 (08)
AIEMER Y 14 (08)
BN : 12 (07)
JRDREE 11 ( 0.6)
FUBEVER R e 11 ( 06) &
& 10 (0.6)
w5 10 (0.6)
LA 9 (05)
1SR ,
MR 145 ( 81)
FH% 21 (12)
g 18 ( 1.0)
peld 15 (0.8)
RESE 11 ( 0.6)
B 10 (06)
] 10 ( 0.6)
7] 9 (05)
IBERETE
FLATIVER 36 (2.0)
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8. Bl 1E B
(o)

L] : FBREFIE (%)
HEARRIE 19 (11)
HRAR A 19 (11)
Ry REG 17 ( 1.0)
EA& 15 (0.8)
BRamE 14 ( 0.8)
MR 11 ( 0.6)
BRI T 11 ( 0.6)

(3) BEREE. S HE. EEERVUFROAREERIOEMERARREE
FUEREL

(4) 7L~ ICHTIEERURRE
BETEFENETVLE—RXIIT F745% 2~ Dinfusion reaction b5 B L1iH5
DT BE5PII BB OREBLEEICERL, 2025 kinfusion reactionZEU-5 413 5%
BT 2R CEYANEBETIZE, [[1. BERRLZOHEE4) || [6. EELRKMEEL
ZOBEMBKR MBS L. 8. BIER 1) EXAREWERLAHIER (3) ] DESH]

LERMENORS

BEE TIRRHCLEME BRI S S5 bI 50, e FIEBEAME TL T ZL2 B0z
BUMIPFRESFET 56 Th 3d5. HRICEHREL CE&E DRELBRLUANSHEIRSE

TBHIL,

(f&3)

—RE R E TIAETEEREME T U TS, FFIERERE T L COAIBA AT OB M IR 2
HRL. B RN AR S5, IS iE TIRO T R AEIEIRREAR TV
720 BREBICHBLEZOREABRLULISOHEHEISHRET5IL,

10. %, ER. RILE
EN0r 5

1 G IZEIRL TS T BEM DS 515 MIZHS LN EASEELL, [BIYIEER (59129
820 TR REFEN R CRESRIERSREIL TS, ]

2) BRI S T 5 AT AA b xR AT, BT OREIIET AR MIIRETLT
Vi, ]

(fgs%)

1) BFNE, Fo RO BBRFEIZRE TR ERICB O T, L.0me/ kg CIRIRAEORD 477
FERB DA RIRE O INE TR RO EBESZDON TOBD)  Fi 5
BE-BERFAICEE 3 2BV T, 0.5me/ kgl LB TR - BB REBU R ORESRERMNE
BENTNBE® | Liehio T, R IZFREL TR B OS5 AT 5L L,

2) BFIDNZB T BFIT AN ORITIS DWW TIRIA A0, ZELP O NI AR OB 548135
Tl RUEBTHRETIRAI RIAAFIE T2,

MM READKRE

NREFISE T 2RERBFEL SN Tk (BRERAEN)

£ BTIIMN

M)
NI A EARERN L REMSHE L TORNZ ers B OB ERE EES
LYW BB AIZDRIRETHILEI THS,

1RBERREBRIC| RUEREL
XRETE2E

FFRUNEY VBRI OEHAR TOBER SI- Lok, B BB E K O LM IR A T
DEENBIMT 2L H5,

WNE :
MR R CERER ORI, JEAIR S-S, B A AB T LI KBS B
BWEERTIZE,
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14 BRALERUEA
XHEOFE
(BEZCEET
NEDABIEE)

1) B 525

BIRNIZOBRETBHIL, BT BRARRETbENIE,

2) FABIRy

FHEIOBERO R U 7> T, FRAER T3S EEIFT
I 738 AT EBICEB TRLBITE,

3 HE5E

(D) RFNDOAT ATIEFE TN TH S, AT A ROEEARK IS BET 2L,

F7- HRBIZ2~8CTIRTEL . 24RR LI c ik 5552,

(2) TSR ST BB E U B2 570, SR HABT 2 XS5 T3, M5

RHOBESBIERSE /B AL R EEE SICPIEL, RIOBIRCERET 52k,

LB R E SR I TUERSEHE NI A 1SS,

(3) AFIHE-OIRX AVIAV TN AL HRHLENT L, 2 B ESAVDORFEETTvY 2

HETBZE,

& o AR B UK

(F#E5)

2) REIN R EEICH B LA JE
3) 5
(1) AENIEFAIE SBL T 7=, IR EL AR OBRIL BTN RE ST,
F7-, AR HI%5% T R A E TH0.13mg/mLOBE L B X FRL-L X, 58 (16~

’i‘i@;@”?ﬁ“ﬁb%éﬂ)'( L2067 URII = o 7 0 = o IR

22°C) VEHBUL T T24RRE TOREWIEDON TS,

pH YRY—LALE (%) FHHTF4E (nm) &8 (mg/mL)
FnkE | 242 | FRIART | 24B3REE | BRIARE | 24R5REE FRIAHS 24RFEIE
6.23 6.22 95.6 95.1 91.0 91.3 0.136 0.136

(2) AFNZ ., MESHR B OMBREOTZE L. irritant drug (BT D%

BRETIZEESBOER]) THELEALN TWS, MESHRIEARE 5754

T RS D570 I EAE BIHIEL, BIOSBIRCHEET32L, %?(:E&DT?@&%B&UD
wWHSEONEY
B) EFNT T4 B~ ’C%:’&éh6_kt=6 AVIAVTANZ—ZFRL RN, £ 15K T
IZEBRET Ty 2% T8 RS REITR S SN AT REM NS B LS, LT Ty 2%

’fT"bZIL\L_&

fomm

1T0&

?’Eé@&)‘fmﬁ%

SRS

15.Z DM DFE

1) B EBR CRFUL Y VIERME R VBB AR EEM R URESAR T I8 TREh
T3, ,
2) Ty MO RIS IRAIR 5 L= T, Img/ kel 5BH B O TRB/MUL R OB AR &
WA HEEHEND) AR RIEEF RS- U758 T, 025~1mg/kg1’“‘—‘§%$kms‘(>l%%ig
W S BN R U TR BN,
3) FEVLEVVIBRIEDH §TAGRIZKD KB RELEBILNHD,

(135

1) AFN- L5 BIZEEM R UYEBE L RERIIIT > TR OA, P LY VIEEIE R OBE LAY
BOC BEBR TRRAEERRE R URBEEEE T57-0 . EEREL T3,

2) [X. JEERERERBRICEE 3 28 2. #2500,

3) PRV VEREOF T3 RBIED RPSRALEBILAEED T AFBRESIBL T &E

e i e

16. % ) 1it

EEHBE T XHREFRM
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X. FFERAREERICE Y 5 THE

1.— & ¥ B

AERHE

B R

B5RER

#58

S

(1) PRI
54 B{RFI

Syb K
(Crj : CD(SD)
IGS)

H[
BRNERS

1.3.9
(mg/kg)

Img/kg Pl F T 5240 1%
T, —RERRUBRETE
FHBEIIEELRITEE
by

(2) PFIRTE R 4R
s i A

/rx\ ﬁ
(=)

IR
1B
RS

1.3
(mg/kg/%)

Img/kg/M M _E TR 5B
B #1c. STEALTH®):EY — A
HATILRBEISER T 5L

EZOoNBA WAL MERT
BHREN=N BERTEET
IZIEEL Y, Img/kg/BE L
LR B T4 BT T,
LI LEROBERUE
735 x—4 (PRIEME. RRIEFR.
QRSEFE., QTR X U'QTc) .
MR % B IR MpH . B AR &8
RHEERMREBH 25 E
EUANEZOvy (Hb) Be KA
MEICELEASK T, O
BERRUMRRIZEELRIT
oz,

(3) MR I=x ¥
5{/‘;;5539)

vtk

in vitro

BIMfERA2RE . e X
AR TR B AR X
WL HERE Iz,

2
(mg/mL)

2 & fic

(1) BRI EHER

BYriE R | BR5REE

#Esa
(mg/kg)

R

Fyb, i EFIRM

(Sprague Dawley) 4

4.8.12

12 mg/kg BET106IH 4451, 8 mg/kg B T106%
1B — AR L D7D FE T U7, 2B T
B EERUBREORE B BERURELE
DFER KL, IERUULA HE HE B
22 FEHR . FIE AL I b UM IR R v B
Blmah, MEFNRUCABRECENREED
BERRADEN-, ThoDT Rid. BT e
R IcEE AR L2,

BERE OBFEE 138mg/ kg TH 7=,

AR MR
(B=n)t

EFIRPY

1.5,18.2.1

AR ORIER T 5 5 MOEELRERY
—RNREEL D=8, 2.1 mg/kg BEORE3FI+
1FIETEER U £ FEW T, R OEE.
3, BB R R ONEE  BEE AGR. 5
MEHETT . BE ., SR EAAD O, MIKRER T
MRAEVERREEOEHEEDS I, ZhHD
Fr RIS AR TR R I mE AR L,
BEBE DGR IS D2 1me/ketB, MEH2. 1me/ ke
‘(“bof'\:o
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2, B
(o73%)

(2) RERSHUER

B, 1R

RE5RER

#58 (mg/kg)

R

Fvb, MEHE
(Sprague Dawley) 39

BIRM

AH) : 0.25.1.0.1.5
Ry iERRE |
1.0(3HFIZEH13E])

1.5 mg/kg B COEMEGHE T, —LIREE
B O7=»HE15FIH 76, 1551 1514
YhEBHRL=720., 1.5 mg/kg HOKEE
ZrikL7-, $7=, 1.0 mg/kg BEOREISHIH
1A —RRREE L D7D UHEERL -,
—RBBRE TIX, 1.0 mg/kg BHTH
ERERCEMBBRIENEDLN.,
0.25 mg/kg BHTLEE LR ERELE
Vo=, ThoDff Rid IRERIRET
BHZIZEALEIEL, ERNE R Y
BB O, 1.0 mg/kg FHIZADS
Nz, Fe PR VIERRIEREE L
TAANIER, QL BRI 3 588N
BETHBIEMRENT, — 5, REEE
BRI EY VIERRIEH JDHELEDS
NBERUCBRICNTIRERNRY
LYY VBRI L RIRRE Thol-,
EEFMRIT0.25mg/ kg ki Ch -7z,

AR, M
(E=2rn)%

EFIRPY

AF) 1 0.25.0.75.1.0
RNV ERRE |
1.0 (21HF&XI=EH0E])

EREETHBRHEPICETREDS
hishr o7z, 0.75mg/ kgl L OBECR S
DOEERCARIENZDON, ERE
EANICHEIT DO, REEED
ZAIREIAR hIcRIEL 7208, BB
RO R, T FFRULEY Y
ERRIER L L € DB R OVE BRI
TAHENBNT LRI, —FH ER
T AR IR VIERRIERE T
[FRE THo7-,

A ERIZ0.25mg/kg Al Th -7z,

(3) deFEF AR

AEBEE

L7

#5E%

B’58
(mg/kg)

wOR

B-BEREAEICH
T HRER
{(Segment IT) @

TEIRT b
(Sprague Dawly)

AR

0.1,0.5.1.0
(fEiR6E»S (B THEENERCEER
15HDM. 38 |DEd»EDLh-,

BE|

BEY i, 0.5mg/ kgl LD

CEHED (BRI, 1.0 me/kg BHCH
WTATFRRAEORD AT
B IRE DA K ORI AR =
DEMHBADHON, BREBEY
BaREht, £ REHCEER
REBIEICER T 5L EEITE
BRDONTZ,

Bao—REtioT 58
FMHE130.1mg/ke. BEID
AR T EREMEER
0.5mg/kg R UBRRIZ T3
ERMEIL0.5mg/ kg ThH-7=,

BE-BRERAEIZE
T 5RER
(Segment I1) 26)

AR

(NZW)

BIRA | 05,
(EiR6E»S (2.5 mg/kg B C5FH3HH
18HDORL.3H [{FRBHHIZFET L, 72,
BERIZESED 0.5 mg/kg BETLFISHEEL

15,25 |1.5 mg/kg B CT5H 141,

77U EBERL-LZA A2
FITIRIREAEDEh Iz, 1.5
U 2.5 mg/kg BOELFRHIZ
BT AR TR %
b=zt REFRER
ﬁ;ﬁﬂf-ﬂéﬁﬁ%ﬂaﬂwﬁé

EaSEE T XARERRE
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2.5 M| (4) ZOMOSEEN
(oo%)
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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

() o

H,

C2Hi3CINy
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 synergismy 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.*

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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