?;ﬁgff B 8 TRV (%)
H1ESE
TH 327 (18.3)
B 288 (16.2)
ImcP V2 ¢ 265 (14.9)
WErH: 231 (13.0)
BERRIR 112 ( 6.3)
g 101 ( 5.7)
COENBRIET R 70 (3.9
DHERNEPERE 60 (3.4)
B ERE 59 (3.3)
fERY 58 ( 3.3)
PR R 52 (29)
TS 46 ( 2.6)
£ 41 (23)
HIERER 38 (21)
77HEORZE 33 (19
PN D 32 (18
AEs% 28 ( 16)
B 27 { 15)
|3 [ENES 26 (15)
e 24 (13)
BiEEE 19 (11
EBLED 19 (11
5 15 (0.8)
BRI 13 (07)
FRiER 13 (0.7)
BEEE 12 (0.7)
ERE M 11 ( 0.6)
NS 10 ( 0.6)
JiEE T 10 (06)
I
BTz 12 N o 10 ( 0.6)
MERVU N
BRI IE 914 (513)
#if 431 (24.2)
MUMREAIE 177 (99)
V) SEE 32 (18
5y 3iE 21 (12)
LR AE 17 ( 1.0)
i 15 (08)
FFIRERIE ITE 12 (0.7)
3 RE
M ALPHS 159 ( 8.9)
HERD 129 (72)
AST(GOT) 5841 76 ( 43)
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8. Bl
(oo%)

1€

pisiec) FREBIE (%)
RIS HEIRIE 72 (4.0)
 ALT(GPT)#0 70 ( 3.9)
BRE 69 (39
EH N AL 63 ( 3.5)
Bizk 47 ( 26)
EIE - 32 ( 18)
{EA Y ATEE 31 (17)
BN AlsE 31 (17)
B I 26 ( 1.5)
EEAMmE 26 ( 15)
MV 7F =880 22 (12)
BYVILE VI 18 (1.0
1 R S A 14 (0.8)
LDH#E 11 (06)
B B E 10 (06)
&) B e 9 (05)
{E i g% 9 (05)
HER
i 36 ( 2.0)
BO&HE 18 ( 1.0)
BIET 13 (07
B 13 (07)
o
SEERME 70 (3.9
3D¥R 61 (34)
RIRAE 58 ( 3.3)
A2 51 ( 2.9)
BEMDEL 43 (24)
A= 1~ 3y — 35 (2.0
SR 31 (17)
bk 28 ( 1.6)
& 20 ( 1.1)
SEELIRNE 18 ( 10)
BEREE 18 (1.0
BE 17 (10)
BRESRTUEE 15 (08)
s 15 (0.8)
EEE D EN 10 (06)
BEARE 10 ( 0.6)
i3 9 (05
HITREE 9 (05)
FEOR 25
Bige 258 (14.5)
Ik 156 ( 8.7)
EPIf R 154 ( 8.6)
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'igﬁgfﬁ R 0 RITERIE (%)
BB 88 ( 4.9)
KETS 50 ( 2.8)
WATE 4% 47 ( 2.6)
Bl 39 (22)
HifgEE 27 ( 1.5)
Bk 26 ( 1.5)
A= 26 ( 15)
ENTIR 20 (11)
Leolb 17 ( 1.0)
IR 14 (08)
4 12 (0D

B -EeR
®e 162 (9.1) ,,
i 133 (75) (
BitiA L~ 119 ( 6.7)
EVHE 72 ( 4.0)
X 56 ( 3.1)
25 41 (23)
REEE 30 (17)
FRERR 29 (16)
S 26 (15)
BRI S 25 ( 14)
REEE 24 (13)
REZEE 22 (12)
BERRER 20 (11)
R R 17 ( 1.0)
B 14 (0.8)
KAGMERR RS 14 ( 0.8)
- 77923 12 (0.7)
ROfEE 11 ( 0.6)
FIRRME B R 2% 11 (0.6)
*D 10 ( 0.6)
pims2 10 ( 0.6)
R 9 (05

LS A
g 145 ( 8.1)
PE , 21 (12)
g 18 ( 1.0)
PR 15 (08)
REEE 11 ( 0.6)
H 10 ( 0.6)
B 10 (06
B 9 (05)

MRS
FILTIVER 36 ( 2.0)
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B RIREFIE (%)
HERRE 19 (11)
HER R 19 (1Y)
PREE RS 17 ( 1.0)
BAE ‘ 15 (0.8)
e E 14 (08)
MR ' 11 ( 0.6)
B IRREE T 11 ( 06)

(3) BBR B, ABHE. EEERUVFROARETRAIOBERRRERE
HEEREL

(4) BHTLILX— W TIEERUEHRE
BE TR ETVLE—HRXIITF 7475 —FDinfusion reactionhidbbhbZLhidHb
DT 5 EREORELEBEIEREL, 20 XS5 kinfusion reaction?ME LB 41354
HPIb§ 2SI NBEITHIZE, [[1. BENELZOEEY) || [6. ERLEANEREL
ZOEAKRCME R ] (8. BWER 1) EARBIERLRIEER (3) | DEEHE]

. EBmENOERE

BrE TIIRHOLEN, BRSSO b\, Fo BB TL ThaZL A B
BOMPRESFRT 3 Thss5, ARICEREL TEEORBEBIRLLSLHEIRS
FBIL,

(f@8%)

—fRCR N TR A EREEAME TL TS, FFEBEAME TL T BB ARAAID RO P RES
L BIfE A2 <N A AT RS 55, BICE IS TILL BN BRER IR 2RI 5
720 5 BICERLAE ORELBRLAPLREICRE 5L,

10. 1343, iR, RIS
EN0OH8E

1) R USSR CO BT R D 555 AR 5L AN EASEELY, [E5E (FohD) |
o4520)) TR B R CRESREASREXh TV, ]
2) AR5 T 3B AT AL X R Az, [(BASOREICEETAREMIINETLT

VRN, ]

(f#s)

1) FFL. Sob B BIER AT 558150 T, L0mg/ke B CIRRAEOWRA  £7F
FaIREOWA  BIRR DRI E CRRIRDILEBESEDONTES S o9 5 F
R BEIR R A BT 2RRBRIC BT, 0.5me/ kg E OB TR IRREBME R REZRIERIE
BHENT B2, Lzdio T UITIRL TO BB D 5558 NIz E LWL,

2) AFID MBI BRI ANORATIZ DWW TR0, BEHF OF NI RE OB 548115
Zl, U B TRETAEAII BIERIETAIE,

11. 11\5%%’\03?25

NEEIT T ARAEMRIEL IR TR (AR W)

(F30)
NI B RS L BT L TR IEhE AR L oF s aiats LES
LHWFENBIBAID AR E T BIEEI THS,

12.BRBERFRIC| RUEREL
EiETEBE
1.8 B # & B R

FEFYLEY MERIBOSER COBER 5 KOMESE, B IR E & O MR E
DIRELFEINT BILA DB,

E
M/MR R CFER R OB E AR 5E B2 QEETOLLBIC MBI § BHE
BREEITITE,
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14. 8RR ELRUEH
TRHEOEE
(BEFCEBET
NEBHFEEIRE)

1) B 53%
BIRNICOARIRET3Z2, BT HRARSEThENIE,

2) BB
FHIOERN R ORI Szl FRAF T2 HLHEBEITIZL , RIS R SR
IS B A B BICAB TS 2,

3) B

(1) AFND ST A1 EHE TN TH B, 23T LB DR FEREREIETICRET L,
¥, BB II2~SCTRFL . 24 Y AIC R 552,

(2) R SUI BRI E L BT L 25570, MEIMBHEBETEIER T3, MEH
R OBES B ITERSECISB AL, B EAEBICRIEL, BIOFIRTHER 528,
ks RS AR ZE COERNENI NS B ANES,

(3) ZFIR B DIRIL AVIAVTINA—5FERALENI L, £ 554V O REER T T
IR BZ R,

(fE3H)
2) ABIVHEEEIE LB A KEARITHRMAH 20O T BV 53R T528,
3) BB
(1) RENRAERE B L TR0, LR TS L BB OEESETN R T 57k,
F7 FFNE5% 7 PO ANE TRI0.13mg/ mLOBE L 55 LS ICF R UL & FiE (16~
200C) VEBHEOE T CUREE TOREMNZEDOLN TG,

pH AR —LAEEE (%) FHHFE (nm) & (mg/ml)
FAMRT | 24RMRE | BRMARS | 24BSMME | BRIART | 24BSRME | FRMARG | 4BER
6.23 6.22 95.6 95.1 91.0 91.3 0.136 0.136

(2) KAFNS, ME TR B OMBIRBOFRE LD, irritant drug (BT CORAELRI T 3EE
FRETITRESRWEEH]) ThELEALN TS, MESHRHAEZ -7 8 SREAET T
A REMER B 57230, I/ E5EFE BIZHIEL  IOFIRTHE ¢ 328 MEIZBU TR EA O
HHEOREETITE,

B) BHENITANZ—TIRFINBIEDE AVFAVTANE—IFRALENI L, &= 5K TH
IZRRET Iy 254758 AR BRI S Eh AR BN S BZ L0, BB T Ty %
fThnze,

15. 2 O fit O & &

1) BIEBR TR EY VSRR R OB L A BIEEE R ORI A A T8RN
T3,

2) FyMIRIBHIRPIR S U752 T, Img/kgiR SIS B W TORBE/NUE B OB T 5
WABERDEND AN RIEHIRPL 5L EER T, 0.25~1mg/ kgt SR BV UBEES
B BHEERR BT AR D 5N,

3 PFYNEY IBHIEDR §HEIZID R RELEBIL S HD,

(fitst)

1) RFNC LR R OYEEMRERII T > TR, RV LY VIEERIE B OB E L AW
BOWT B ER TEAERZRE R URENLE T5720  FEMEREL TW5,

2) [X. JEEEERFRABRICBS3 2 8E 2. it 42280,

3) RNV VRBIEDH T 5EIZID RISRAELEEZESSHBD T, KR SIEL T BE
ICER Bk,

16. % ) 1
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X. FEEREREBR(CBIT B THE

1. —

w o= =

ABEE

BhntE. Rl

R5EH

BE5E B R

(1) PR IS
X4 IR

S B
(Crj : CD(SD)
IGS)

HE
FHIRARS

1.3.9
(mg/kg)

1mg/kgll E T 52405 R%
T, —RER R R TE
FHBRIIEELRITXR
MoTz,

(2) FIRFERE R
XA

AR I
(=)

BHIRPY
1R
Binis

1.3 1mg/kg/BELl E BB
(mg/kg/%E) | E 412, STEALTHOYAY — 4
HATIEAREREICER T 5L
EAOhAA M ENERT
BERENZD, BERTHET
IIZEHEL 72, 1mg/kg/BE L
LR ERT24ERMBET,
LK, LEROEEEUE
755 4 —4 (PRREFR. RRAEFE.
QRSHEE. QTREIE R U'QTc) .
RS E ., B AR fipH, B AR 1 8
FHE. B IRILR BN 243
RUANEZTCY (Hb) Be Kl
MEEftEAaSR T, DI
BREUIRRICHELRIT
2.‘73(75‘07{':0

(3) MR = §
BiER )

i

in vitro

BIEAEREY, e MIEX
A TR BRI
BWZEHFERS N, ~

2
(mg/mL)

2. &

=

(1) BEHR S EMRR

BydiE. 1R

#E5E

HERER (meg/kg)

wmOR

Foh 1
(Sprague Dawley)

40)

#HIRA | 4.8.12

12 mg/kg B TL0BIH4HBI, 8 mg/kg BETI0fIH
A — AR BT D7 DFET- LT, R HERBET
. BB R U OREE B RERUTEHERE
DEE AR GEEVCUSA S, KB X
Ze W FEHR ., PO AL, I e N ISR DR B e B8
BEmxh, MEF IR UMk L kaEEo
BN, ZNEDFT BT ARFICILER
BRI E AR L 72,

BREE DB FERIL8mg/ kg ThH -7z,

A, MR
(B—rn)

#IRM | 1.5.1.8.2.1

AFIORBIRET 2R 5B OEBLEER Y
—HIRBEEIL D=8, 2.1 mg/kg BEDMHESFIH
1HIEGHBERU -, EHFE T RO,
AL BB IR RUHRIE. BREFE RER. B
MR T HIE., AR S B o, I E RO
MFEE L FREEOEFEE DO, ZhED
RIS AEFF I B EMPI EHE AR L,
BRRE OBFER I HEAS2. 1mg/ kg 732, 1mg /kg
ThHo7z,
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> = ' M| () RERSENRE

(033) TYE. e |5 58 (mg/ke) w R
Zwb, MiEiE BRI | AA 0 0.25.1.0,1.5 |1.5 mg/kg BECSRIREHRT ., —%IRRE
(Sprague Dawley) % K sy | AL D7D LS 75 155 1 5%

sx)-3 BB 7720, 1.5 mg/kg BHOHSE
LOGHBHZEISED| L 2. 10 mar/ ke BEOHEISA
1A — R REE L /-0 B B L7z,
— M RREEE T, 1.0 mg/kg BECR
BEERCEMBEREENZADLN,
0.25 mg/kg BECHRE LR EREEA
»ohiz, ZhEDF Rid, (REHARNET
BRCIIELALEEL -, AEENE RV
FBHEBOBADM, 1.0 mg/kg BHZFEDS
Nz, F RPN IR RE L
T ABNTERR., DI, BRI 28R
BETHBIENREIN, —F . EfEE
BFFYNLEVVIERIER LDEEDS
N RBEEUERICH T B8R FFY J
NEVVIBBIERL RIS Tholz,
EEMERIZ0.25mg/ kg AT Tho7k,

(42\1%&)&36) BIRAY | AH : 0.25,0.75.1.0 é&%ﬁﬁiﬁﬁ%%ﬁ@:ﬁﬁtci%ﬂge
s e L AR || VBB 072, 0.75mg kg B E OB
e SRR ol T s i AR B 1
ERMITHEELSTEDON I, REEED
£ IR EIR P ICEEL 228, BB
WEEEICERD NI, = FEYLE Y Y
TEREREL U TR OB
T ABENRN T AREN S, — 77, R
1T 3B RN VIERRIETT
ﬁﬁg-ﬁﬁof:c .
M RI20.25me/kg KRG TH 7=,

(3) EIEFAEF MR

- #Eg

fE-BERFEICHE|  EiRTb RN | 0.1,0.5.1.0 |BFEIICIL, 0.5mg/ kgl LD
T HERER (Sprague Dawly) (EReE»S |[HCHEBNBRCESRSR

(Segment I) 25 15HDM.3H [DBAsiEnohiz,

PEIZEHMED [BBRTIE, 1.0 mg/kg Bk
WTHETRESEEDORD EFF
FERE OB K ORI R
OEmMABEDLN ., BREY
MPRENI-, - FBICRRIR
REEEISER S 210 B BT
PEDHENIz,

BB O— BB 55
FEHEI30.1mg/ke. D
SRERICHTAEEERE]
0.5mg/kg R U BRI T3
EHEMRIZ0.5me/kg Th o7z,

BR-RRIRFEEICE| ERYYE BIRA | 05.15.25 (1.5 mg/kg B C559 14,
3 HEAER (NZW) (FER6EM™S (2.5 mg/kg BETHHPIFHIA
(Segment )26 18HOR.3H I RB IS T L, T,
HEICESME) 0.5 mg/ke B TEBIMTREL
727D HBRL-LZA &
BRI IR AR SN, 1.5
KU 2.5 mg/kg BDOEFHI
BOTR LR TR RS
ENZEhD HEHRIER
R U BBRBGEERNRE
iz,
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2. B (4) 2 DEO4ETHESY
(o7%)
soeme | T | msem | peE #® R
[ RIS HE, | BEERA 02.20mg/F  |HRRERICELTERIIED
i3 bhT AHAEERLED
(NZW) SRR B B2 ~4A
IS TR HENEDS
iz, REMESZRE T
e s R 5 RIEL
BoRihol,
RTINS Y, HERET [0.2.2.0mg/3067 | PURREERIZH W T R 58540
% TZHLBE, FERE & OV R T B s
(NZW) Apoh {5HFMEOFEHR
B EREICE T RERLS
R U20RICIRIE, BIRAE .
WML RSB B M S fE
PERBDENTH, RER29RAIIX
EEERL RS,
PSS FEJLEwh| ASA BAE : BB T F 7473V
| EE: KT/ |0.16.0.8mg/ke | (ASARIS) RUSZERET
(Hartley) BIRP | (QBERBEIZ | F747F KIS (PCARID)
AT | BIRA | 53] . Fhialth o7,
&l 5mg/kg
PCA: RE  —
AR | BRIRA | B © Sme/kg
i . Bk
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X. RV EOEEFICET 5EE

LA BB XE
# B # B

FERTHARR © 202 A (REFROEREIRAICHERT52L)

2B -RERHG

2~8C (BEEEBETHIL)

SEAHRE WL
N F B R

RENIRITE, LB AIRERSTHE,
ER—ERIS 0L EACKOER$THIL

&R OB % #

H

< UREsE>

E A TOBRBRER B TR TWBZEh5, BUBIRFES , —ERDEFN 57— 0
ENBETOMIZ, REMENSICHEAREREEL T 528K A FFEREZE O RER
BB AL LI AHOREM R BRI 57 — 24 BT IEL  AH OB EE I
PBEREBEHIAIE,

< T4 XBEELA KB >

EATORBRREFIZ N eh s BLEIRFEHR , — BB DGR T — P EHIN S TORIL,
HIVESERESRIC BT 2 R EIEES O Fikd VT, R RN &EME W S - Es A
BEETAILIZID. AFIERESREOEEBHRALIE T sLLBIc AR OREM R UEIMIZ
B 57— 2% BEICIEL AR OBEFE IO B BELHE5Z,,

o
o
3

K3 LE20mg | 173474 (10mL)

o
1]
I
&
$
|
b
b

Fl—B % | FRULEY VR (PR 7Y H10)
Bl % 3. USAbeyy VLYY VERE. T R (VIEE)

\l
H
B
#
HF
H
m
m

19954118

SGEARSEARAEAR | 200741740
EEFS  21900AMX00001000

2
bt
L
x]

©
SRR R
gg;

2007415198

10. RHBE-ZH BB,

Zhek-xhEEN | 200944228
BAACERREIR I - ISR

FYLan

IAZBEARVAME 104 GETHER 201741R8)
DAACERERICBEU-IINE 541058 (TR 2015%28)

13. RPREOAE

FMLAEW

148 & % B &
B OE ERR
EE&I~F

4235402A1025

15.RERAT LD
p=3 Foy

BEFBHETA XHRERR
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X. X|k

1.8] B X #t| 1 ArcamoneF, etal Biotechnol Bioeng, 11 : 1101-1110, 1969 (Jo71185)
2) Woodle MC, et al. Biochem Biophys Acta, 1113 (2) : 171-199, 1992 (J057505)
3) Northfelt DW, et al. STEALTH® LIPOSOMES.CRC Press, Boca Raton : 257- (J058643)
266, 1995 «
4) Gabizon A, et al. Cancer Research, 15(54) : 987-992, 1994 (J057475)
5)Vaage J, et al. Cancer, 73 . 1478-1484, 1994 (Jo47215)
6) Huang SK, et al. Am J Pathol, 143 (1) : 10-14, 1993 (Jo57504)
7 HHE— B SALEREORIER I E—WETIR—, FisE24t, R, 487- (J058753)
493, 1996
8) Benjamin R, et al. Cancer Chemother Rep, 58 : 271, 1974 (Jos58814)
9) Katsumata N, et al. Jpn J Clin Oncol, 38 (11) : 777-785, 2008 (J069965)
10) Fujisaka Y, et al. Jpn J Clin Oncol, 36 (12) : 768-774, 2006 (J060000)
11) Gordon AN, et al. Gynecol Oncol, 95(1) : 1-8, 2004 (J053899)
12) FRULED TAXBE RO PR BE 10 BEERRER (R ER (J900151)
1) HNER ; (TAXBREEOPE /RS [ RS (J900152)
14) 4L ER ; (TAXBIEARVPE BoEERE 1/ IHEEER) (J900153)
15) Northfelt DW, et al. ] Clin Oncol, 16 : 24452451, 1998 (J053952)
16) Stewart S, et al. J Clin Oncol, 16 : 683-691,1998 : (J053954)
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19) Potmesil M, et al. Cancer Res, 48 : 3537, 1988 (J058170)
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21) Minko T. F¥LIVEDO SRR RN T L CORMEIMEIER (L AEH) (J900375)
22) Stiirzl M, et al. Res Virol, 145 : 261-269, 1994 (J053969)
23) REGNCE
24) De Zwart L. #E AT (5ot /BEHRE) (g (J900154)
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26) Holiday DE. FFS LD ETER 4 S RER (L) (J900388)
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29) Schott B, et al. Biochem Pharmacol, 38 (22) : 4069-4074, 1989 (J068901)
30) De Zwart L. kit (Sob/BEIEE) (PSR (J900155)
31) Von Hoff DD, et al. Ann Intern Med, 91 : 710-717, 1979 (J057445)
32) Praga C, et al. Cancer Treat Rep, 63 : 827-834, 1979 (Joss811)
33) Minow RA, et al. Cancer Chemother Rep, Part 3(6) : 195-201, 1975 (Jos8812)
34) PR AR, WL 1Lk, 26 1 1999-2008, 1999 (J058813)
kkkkk 35) Kiorpes AL. F¥S NED RIEHE R IERER (o) GERERD (J900373)
() 36) Sullivan TM. FF3 IEDRIEE G HEERRER (1) (FEAER) (J900374)
s . 37) WOFERE. P N EOPIRER RIS T 5 R SR ERER (5oh) (RENER)  (J900376)
38) EBEFE—. FEULEDDIE R UMERRICH 52 EmaEs (12) (N (J900377)
=y )
39) Salamon CM. F L VD MVRRIHT 316 GERERD (J900378)
40) Doherty TV. F¥ULED B RIEIRAIR S HEMERE (591) (HAER) (J900379)
41) Kleeman JM. F3 U0 B EIEFIRPII S 2MRAER (AX) GEPERD (J900380)
42) Salamon CM. FEIIVED BB F5HT 3BT (7)) Gt (J900382)
=y2))
43) BEEE. PR LEOTREERE (BT GLAER) (J900381)
2.X # B R & | FERICEROMHABERICORZL TR TRICTFERER N,
® OB ¥ #| vverrr—viRsit
B WVWE ¥E x| a-LEVE-
T101-0065 HEETRHEXEMHEH-5-2
FY—ZA4YL 0120-23-6299
FAX 03-4411-5031
ZAFRER 9:00~18:00 (£-H-#B#L)
Yo¥y Ty—ik—b—Y | http://www.janssen.co.jp
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A. 2EEH

EEAETORTIRA
20084E10A29RE TIZ. 7AYA A+ X  EUR ST R 755 [E TN 80 FH T AXBIE AT ANE . 685 E THIE. 405 E T
LRI BRI S UEIEIN TS, BFNLT A7 B UAZT IO TIE, Doxil®D 5454 T, Johnson & JohnsonEES4t T
#%0rtho BiotechtL25lR553M Tkh, EUBEZIICHE T BZOMOHIRITI v T, Caclyx®D 3T 4 TSchering Ploughtt
PEIRFEEN T3,

E# TAVA

LA Doxil®

=it Ortho Biotech#t

BEBIE 19954

15 A5 FRRER

&8 10mL : 20mg/7347 ) (2mg /mL)  25mL : 50mg/7 347 )L (2mg/mL)

zhBE- 3R IAXEEARCAERSE
BERIEERIZ L AR R CIEL -0, HBNIRZDIS R b BRI SR AR RE Ch e AR RO PR S P
DRBERE
AE&RAEEARLT AL ERERISET U2, 55V IIERUZISERE

SRUEBHESSE

B LBIEZBIEERNSHD. »ORNTVITOREBRBRA LV E R BHESS BRI TVITL
DB

B&k-BE | TAXBEEIRVAESSE

20mg/m2EAEImg/ 5 TEHIRNIR -1 %, SR RDONE R TR THEE A IIE LIz EABE T,
PIBUERE - :
50mg/m*%& #3 1mg /4> TRIRNIZE-T 5, BB ET &L BEOBEZ RS, 2 2B EMEETHS
BAIDT GATLITHR EARDIE T,

SREEREESRS

AT VIF1E13mg/m% 1. 4.8, 1IHEICFHIRNIE 57 5, KFNT4BBICANL 737 541230mg/m*%
WEimg/ 2 CEHIRNIRE-$ 5, MBS ET BT » D BAE R THHBR AL BT L8 —- 2 TR 5%
B0ET,
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L,

H& EU

Re4 Caelyx®

k] Schering Plough#t

RIE 19964F

=i 5 R

=8 10mL : 20mg// 37 )b (2mg/mL)  25mL : 50mg/7 347 ) (2mg/mL)

FhEE- R | TAXBEARVAESRE
CDAKAMEL (CDAY 7 SERAS2005:3)  IAEEICH 72 R ER R ORI R E L 72 T4 XEEE A RY
PREEZITHT 53— RGBT T RIGHE, BIGER TE VAT AR, TLAd=42V FRULEY Y (B
DTV 259400 REA]) DB 20 EAA bR -2 L EREISET LB AR Tho7z
TAXBEE RV REREITNT 5 RIBR
URBERE
—RIEEDOHEHAERR LT 2L B REVES Th -7 T HIIRERE
FEESE
DEIZ T B R0 AT BT REM D S BRI FLE g A~ D B AL
BRMUBHEESRSE
AL 1ENIEIRERELRHD. BB EE S TS, RIEREAOET S S B ERE B3
FNFIITEDHREE

BE-BHE | TAXBEEIRVAEES
ZOmg/mz’é%ﬂxﬁ;lmg/ﬁ’C%%Hh’tV\]?Q%ﬁ‘% 2~3BTLITREETY,
INBREARE
50mg/m?%¥I# Img/ 5 CEIIRNIRS-§ 5 . IRBAHET 297, ﬁlﬁi”éjﬁ‘“fa”o%ﬁ%"‘i LRZEICREE
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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

N%—%%:> cl

NH,

Cr2Hi13CINg ‘
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 gondli.

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 luncr
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.

B 45584 T4 XA BREHEN 253 / 431



Concurrent administration of folinic acid is strongly recommended when used for the
treatment of toxoplasmosis during pregnancy.
Nursing Mothers: Pyrimethamine is excreted in human milk. Because of the potential for
serious adverse reactions in nursing infants from pyrimethamine and from concurrent use of a
sulfonamide with DARAPRIM for treatment of some patients with toxoplasmosis, a decision
should be made whether to discontinue nursing or to discontinue the drug, taking into account
the importance of the drug to the mother (see WARNINGS and PRECAUTIONS: Pregnancy ).
Pediatric Use: See DOSAGE AND ADMINISTRATION section.
Geriatric Use: Clinical studies of DARAPRIM did not include sufficient numbers of subjects
aged 65 and over to determine whether they respond differently from younger subjects. Other
reported clinical experience has not identified differences in responses between the elderly and
younger patients. In general, dose selection for an elderly patient should be cautious, usually
starting at the low end of the dosing range, reflecting the greater frequency of decreased hepatic,
renal, or cardiac function, and of concomitant disease or other drug therapy.

ADVERSE REACTIONS

Hypersensitivity reactions, occasionally severe (such as Stevens-Johnson syndrome, toxic
epidermal necrolysis, erythema multiforme, and anaphylaxis), and hyperphenylalaninemia, can
occur particularly when pyrimethamine is administered concomitantly with a sulfonamide.
Consult the complete prescribing information for the relevant sulfonamide for
sulfonamide-associated adverse events. With doses of pyrimethamine used for the treatment of
toxoplasmosis, anorexia and vomiting may occur. Vomiting may be minimized by giving the
medication with meals; it usually disappears promptly upon reduction of dosage. Doses used in
toxoplasmosis may produce megaloblastic anemia, leukopenia, thrombocytopenia, pancytopenia,
atrophic glossitis, hematuria, and disorders of cardiac rhythm. Hematologic effects, however,
may also occur at low doses in certain individuals (see PRECAUTIONS: General).

Pulmonary eosinophilia has been reported rarely.

OVERDOSAGE

Following the ingestion of 300 mg or more of pyrimethamine, gastrointestinal and/or central
nervous system signs may be present, including convulsions. The initial symptoms are usually
gastrointestinal and may include abdominal pain, nausea, severe and repeated vomiting, possibly
including hematemesis. Central nervous system toxicity may be manifest by initial excitability,
generalized and prolonged convulsions which may be followed by respiratory depression,
circulatory collapse, and death within a few hours. Neurological symptoms appear rapidly
(30 minutes to 2 hours after drug ingestion), suggesting that in gross overdosage pyrimethamine
has a direct toxic effect on the central nervous system.

The fatal dose is variable, with the smallest reported fatal single dose being 375 mg. There
are, however, reports of pediatric patients who have recovered after taking 375 to 625 mg.

There is no specific antidote to acute pyrimethamine poisoning. In the event of overdosage,
symptomatic and supportive measures should be employed. Gastric lavage is recommended and
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is effective if carried out very soon after drug ingestion. Parenteral diazepam may be used to
control convulsions. Folinic acid should also be administered within 2 hours of drug ingestion to
be most effective in counteracting the effects on the hematopoietic system (see WARNINGS).
Due to the long half-life of pyrimethamine, daily monitoring of peripheral blood counts is
recommended for up to several weeks after the overdose until normal hematologic values are
restored.

DOSAGE AND ADMINISTRATION

For Treatment of Toxoplasmosis: The dosage of DARAPRIM for the treatment of
toxoplasmosis must be carefully adjusted so as to provide maximum therapeutic effect and a
minimum of side effects. At the dosage required, there is a marked variation in the tolerance to
the drug. Young patients may tolerate higher doses than older individuals. Concurrent
administration of folinic acid is strongly recommended in all patients.

The adult starting dose is 50 to 75 mg of the drug daily, together with 1 to 4 g daily of a
sulfonamide of the sulfapyrimidine type, e.g., sulfadoxine. This dosage is ordinarily continued
for 1 to 3 weeks, depending on the response of the patient and tolerance to therapy. The dosage
may then be reduced to about one half that previously given for each drug and continued for an
additional 4 to 5 weeks.

The pediatric dosage of DARAPRIM is 1 mg/kg/day divided into 2 equal daily doses; after 2
to 4 days this dose may be reduced to one half and continued for approximately 1 month. The
usual pediatric sulfonamide dosage is used in conjunction with DARAPRIM.

For Treatment of Acute Malaria: DARAPRIM is NOT recommended alone in the treatment
of acute malaria. Fast-acting schizonticides, such as chloroquine or quinine, are indicated for
treatment of acute malaria. However, DARAPRIM at a dosage of 25 mg daily for 2 days with a
sulfonamide will initiate transmission control and suppression of non-falciparum malaria.
DARAPRIM is only recommended for patients infected in areas where susceptible plasmodia
exist. Should circumstances arise wherein DARAPRIM must be used alone in semi-immune
persons, the adult dosage for acute malaria is 50 mg for 2 days; children 4 through 10 years old
may be given 25 mg daily for 2 days. In any event, clinical cure should be followed by the
once-weekly regimen described below for chemoprophylaxis. Regimens which include
suppression should be extended through any characteristic periods of early recrudescence and
late relapse, i.e., for at least 10 weeks in each case.

For Chemoprophylaxis of Malaria:

Adults and pediatric patients over 10 years — 25 mg (1 tablet) once weekly

Children 4 through 10 years — 12.5 mg (1/2 tablet) once weekly

Infants and children under 4 years — 6.25 mg (1/4 tablet) once weekly

HOW SUPPLIED

White, scored tablets containing 25 mg pyrimethamine, imprinted with “DARAPRIM” and
“A3A” in bottles of 100 (NDC 0173-0201-55).

Store at 15° to 25°C (59° to 77°F) in a dry place and protect from light.

EEHEETAXABERERETIT 255 / 431



REFERENCES

1.

1%

Eyles DE, Coleman N. Synergistic effect of sulfadiazine and Daraprim against experimental
toxoplasmosis in the mouse. Antibiot Chemother. 1953;3:483-490.

. Jacobs L, Melton ML, Kaufman HE. Treatment of experimental ocular toxoplasmosis. Arch

Ophthalmol. 1964;71:111-118.

. Jim RTS, Elizaga FV. Development of chronic granulocytic leukemia in a patient treated with

pyrimethamine. Hawaii Med J. 1977;36:173-176.

. Sadoff L. Antimalarial drugs and Burkitt’s lymphoma. Lancet. 1973;2:1262- 1263.
. Bahna L. Pyrimethamine. L4ARC Monogr Eval Carcinog Risk Chem. 1977;13:233-242.
. Clive D, Johnson KO, Spector JKS, et al. Validation and characterization of the L5178Y/TK

+/- mouse lymphoma mutagen assay system. Mut Res. 1979;59:61-108.

Manufactured by
DSM Pharmaceuticals, Inc.
Greenville, NC 27834 for

@GlaxoSmith Kline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2003, GlaxoSmithKline. All rights reserved.

March 2003 RL-1179

EEFEETA X ERENRERI 256 / 431




PRESCRIBING INFORMATION
MEPRON®

(atovaquone)

Suspension

DESCRIPTION

MEPRON (atovaquone) is an antiprotozoal agent. The chemical name of atovaquone is frans-2-
[4-(4-chlorophenyl)cyclohexyl]-3-hydroxy-1,4-naphthalenedione. Atovaquone is a yellow
crystalline solid that is practically insoluble in water. It has a molecular weight of 366.84 and the

molecular formula Cy,H;9ClOs3. The compound has the following structural formula:

Cl

l | OH

o}

MEPRON Suspension is a formulation of micro-fine particles of atovaquone. The atovaquone
particles, reduced in size to facilitate absorption, are significantly smaller than those in the
previously marketed tablet formulation. MEPRON Suspension is for oral administration and is
bright yellow with a citrus flavor. Each teaspoonful (5 mL) contains 750 mg of atovaquone and the
inactive ingredients benzyl alcohol, flavor, poloxamer 188, purified water, saccharin sodium, and

xanthan gum.

MICROBIOLOGY

Mechanism of Action: Atovaquone is a hydroxy-1,4-naphthoquinone, an analog of ubiquinone,
with antipneumocystis activity. The mechanism of action against Pneumocystis carinii has not been
fully elucidated. In Plasmodium species, the site of action appears to be the cytochrome bc; complex

(Complex III). Several metabolic enzymes are linked to the mitochondrial electron transport chain
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