8. &l
(o5%)

%

RRERIB (%)

Bl REde 88 ( 4.9)
FEXk 50 ( 2.8)
WEEE Z% 47 ( 2.6)
B% 39 (22)
FifEE 27 (15)
S 26 ( 1.5)
Hi B 26 ( 1.5)
IR 20 ( 1.1)
Lo} 17 ( 1.0)
PR 14 (08)
L7411} 12 (07)
BR-TES
S 162 (9.1)
i &S 133 ( 7.5)
Bl L2 119 ( 6.7)
BIFE 72 (4.0)
X 56 ( 3.1)
25 41 (23).
REEE 30 (1.7)
F IR 29 ( 1.6)
HEZ 26 ( 1.5)
HREEREE 25 (14)
RFEE 24 (13)
REEE 22 (12)
R 20 (11
B R R 17 ( 1.0)
iz 14 (0.3)
Ay g 14 (08)
BRE 12 (07
JROEE 11 ( 06)
TG B g5 11 ( 06)
/D 10 ( 0.6)
it 23 10 ( 0.6)
LA 9 (05)
TR
FElpS 145 (81)
HE 21 (12)
REES 18 ( 1.0)
AR 15 (0.8)
AR 11 ( 0.6)
Hi 10 { 0.6)
SR 10 { 0.6)
SR g (05)
IBRETE
TILTIVIR 36 (2.0)
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[ FERAEBIE (%)

WRTE 19 (11)
HEPR PR V 19 (11)
PR R 17 (10)
BAE 15 (08)
s E 14 (08
MR 11 (06)
SEMERREARE T 11 (06)

(3) BERER . AHE. EEERVFHOEREETRANOEERRERERE
EUEREL

(4) BPTLNE—-ICHTIEBERUERE
FETHRHAETULF—EXIIT7 F745F > — R Dinfusion reactionidbbNBIEHH5
DT 2 EIZEEOREAEEICEEL. 20 XS5 infusion reaction?SEUT-BA13154%
i3 2 EEYERERITICE, [[1. BENELZOEEY) || [6. BEELERNERL
ZOBEHEUE ] . [8. BER 1) EXREEWERESFIEER (3) | OEER]

. EmENORE

HEE TRRHLEN BRSSPI, Fo IREEME TL TOAILA WD
B HRESRHET 2 thds, ARICEHEL TEEOREEZBIRL koo HEICHR S

T3,

(FE3%)

—fRC R E TIIAEEBREME TL TO5, FEBEME TL TOAE A AFIO R I ERE A
Bl BME AP EBSHN B I REMED B 5, RS E M E T LEN . B IR B h P n
720  BERIHRLAZORBLBRLEIOHEICRSTAZL,

10. 1118, =R, B3
ZE N0 K5

1) IR SUIIEARL TOBEBEME D HH1F AR L Ze a2 E L, [BEER (59
T3E%)) TRRFER OREFR A G TS, ]

2) FRHIH IR E T DB AT A PIL R 2L, [FHAHOREIZBE T 2R EMEIRELL T
Wiy, ]

(f#3%)

D) AFNL, T b & RO BIRFEEICE T 3B\ T, L0mg/ ke B CRRAIRIAE ORAD A5
IR DWW RO R IR RO BB ZRD N T WSS | F 3 X4 e
- BEIRFB A 3BRICHN T, 0.5mg/kg Dl LD TR BB REBME R CHREBRIERTE
DENTVBE | Uiz IR MR CO B I BEED 5218 ATiZRE LWy,

2) REIDOL MBI BRI AN DOBTIC DO TR0 FEAP OB AT AR OB 55815
Ze, U B TRETEAICE. BHAHIET 5L,

MNMNREAOERE

NRFISH T RIS TR (RN .

(f#s%)
INRIIRE S B R ER AL BAEMESHELL TN I LSS B F OB S ERME FE S
LY EN BB AIZD ARG T AIENBEY THS,

12.BRBEBRIC| RHUEREL
RE T RE
1.8 B & & B R
FEUNEY VIERRIBOEHR TOBEFEICXK0RRIE, A IMBRIRANE K UL/ MRE A IE
DHEEPEINTHZLr b5,
g :

M/MR B OCFRRER OB R AR 55 B2 LEBEETOLLbIc RBERITN T 55E
BREETOTL,
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14 BB ERUVEA
ZTHEBEOEE
(BEZCEBET
NEHERIESE)

1) 525
BIRNICO R 55528, BT BANEESTHLERNZE,
2) AR
EFIOBIN K UFRBU S 72> T FRAEF AT AREEEITITE, AR B E Uk
IR AT B BICRB TR Z e,
3) i EhF
(1) FBNDSATNAZLIEEN TN TH S, 2 SATA P OKFE AR ETICRET 32,
F7- BRBII~SCTIREL ., 4B DI 5§52,
(2) BB S UL BB A AE LB 2L 238 570, IR BT 5853 BT 528, IEH
R OBIES B OIAERAE U B AR IR EAE IR, BIOBIRCHEET 52,
BE RHERR AR T 2L T ERASEE N 5B 4455,
B) FBIREDRRIZ AV IAVTANZ—EERLENIL, 1 B 5V DERETIv o
IEITBTE,

()

) AR EEEI B LB A SRS T RS 50 T BRI E+AER T 52,

3) 58
(1) FARNIREAESEL TR0, HEETIDE L, R ORI ETICRET 22,
F7=, AF%5% 7 Py BEE SR TR0.13mg/mLORE L k3 LT HERL L%, i (16~
220C) VBB T CURBIE TOREMSEADLA TS,

pH YR — b (%) IR T (nm) &8 (mg/mL)
BOAES | 24RBREEE | BRMARE | 24B3RNM% | BRMARS | 24B3REH | BOMARE 24B5FE%
6.23 6.22 95.6 95.1 91.0 91.3 0.136 0.136

(2) A&, MESRHEOEBBREOTEE LD, irritant drug (FFT COLEESRI T HEE
ERETIZEELROLER) THELEILN TS, MEFBIL R84 R T
B HB7-0 B E5EEBIZRIEL I OEIRTHE T 328, KBS TR D
BHEOMEETHZE,

B) FARNITANE—TRRFEEINDBI DS AUV TAINZ—IZFERLRNZ L, £ 5K TH
IZBELET Iy 22T  ABIM B EITR S S AT AHBIL 20 B L T5v o %
Thinze,

15.Z D fL 0 FE

1) BERR TRF VI EY VIR R OB L AN BIR BN R URIENEE T5IL09REh
T3,

2) 7y M RIBFIRAIR 5L 7= B T, 1mg/ kgt 5B B OB S/ R R R PR T 5%
WADERDEN AR RIEEFIRAIR L 7= T, 0.25~ 1mg/ kgt SR BV TRBKEER |
B ST MR R T R RN 725,

3) PRV VIERIE DR T 5EBICKD, RASHRELEBI L0 DS,

(fR3)

1) FENZEBBIE RS R O EMERERIIIT o T OO, REV LY VIERE & U BE L A9
BT, I ER TERERSHEERURIENAE 5720 FEREL W13,

2) [IX. FEBEIRAABRICBI§ 5 2. it 22,

3) FRULEY VERIE DA T2 6IZLD, RARELEEIENSED T, AFREIRL T3 B
TS BT,

16. % D it
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X. JEERIREBR(CRE9 27RH

1. —

| ¥ B

HEBEE

By, 1R

B5RER

B/E5E

w3

(1) PRFRE RIS
PSRy R

S Sub
(Crj : CD(SD)
1GS)

Hi[a]
IR S

1.3.9
(mg/kg)

1mg/kgbl_k T 52455 /1%
T, —ER R U7
FHHEEIIEELRITER
ol

(2) FRIRAEER 2 R
VR BER

EN 3
(=)

B RM
1AE[H]
ks

1.3
(mg/kg/%)

1mg/kg /KLl _E TR 5 B4
B2, STEALTH®YHY — 4
HATI7vARREICER 5L

EBIONBABWRLMFERT
BAENT=N, BERTEET
IZI3EHEL 72, Img/kg/BE L
L TREET 24 BT T,
LI LBROBEERUS
137 x—4 (PRIEIFR. RRIEEE.
QRSEFR), QTR R U'QTC) .
IR ¥, B AR pH | B R i
RHE.BIRIMREE T A5 E
RUANEZTCY (Hb) B2 EAT
MEICEL AR, DI
ERZ OV RICEIEL RIT
574375‘/)7":0

(3) M¥EFH x5
51/#539)

= N1

in vitro

BEIfEAERET, LMLEX
MR TR - BRI
BWIEAFERS NIz,

2
(mg/mL)

2. E

(1) BER S EHHR

by s N il

BE5RR

®’58
(mg/kg)

wOR

Fyb

(Sprague Dawley) 4

FIRA

4.8.12

12 mg/kg BET10IH 445, 8 mg/kg BET10fflH
12— BETRAL D72 0 FE T L7z, SRR T
B EERUIEEDORE ZIE BERUTEELE
DEERE AR, EROUSAHE, HE. BE
22 i WEHR ., TS0 Wi 3 0N i iR R e e s
BEEh . IR EN RO MTEE L ZAmEEo
FEEREDONI, TNEDFT RIT. A FFICIdms
BRI EHE AR L,

HEEE OB R IE8mg/kg TH o7,

BN 315
(=)

EFIRA

15.1.8.2.1

FRIDFHIHER T 585 OERLEER D
—RRIRREEAL D720, 2.1 mg/kg BEDMESFH
1FIEDEERU Iz, EFEY T, KD IEHE,
ALBE, BB R B RIS B R GRS E)
P T BE, Al E g0 oh., MEE RO
ML FRREEOEELEDLI-, ThbD
A RIS, A F BRI I C R AR Lz,
Mfgﬁ?ﬁiﬁmﬁzlmg/kgg\Mﬁﬁi&lmg/kg
THH7z,
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2, B
(oo%)

(2) RERESEMER

BYie. MR

HERER

#5-8 (mg/kg)

B R

EOLN 3
(Sprague Dawley)®®

IR

Al 0.25,1.0.1.5
R VIEREE
1.0 (3H#s%izEt13ME])

1.5 mg/kg B TSRS T . —A%IRRE
B D=0 HE15 75 1565 1512
YA 7720, 1.5 mg/kg HOHS5
L7, $7=, 1.0 mg/kg BOMEL5FIH
1% — AR RE AL D7D AR 7=,
—RRBEERZR T3, 1.0 mg/kg BT
FREZERCEMBMAZENTADLN.
0.25 mg/kg B TLRELEBEZENR
Hohiz, ZNODFT R REHIRNET
ERCIIZEALEIEL -, RERME RV
BHEBORA 2. 1.0 mg/kg BHFDS
Nizo T2 FEUNEY VIERIEEE L L
T ARBNLER, DR, BRI T 2528
BRETHAT LR EN . — . RS
RERILEVVIBBREBRLIDMEDS
ORI T 3B NEY
ML ABRIEHLFIREE Tho7-,
M BI30.25mg/ kg R ThH -7,

AR, MiERE
(€= )%

Bk

#% 1 0.25.0.75,.1.0
REVNE VRIS |
1.0 (21HFEEF10E)

EREHTRBEHBE RIS TIREDS
Nish o7z, 0.75mg/ kgl L OB TR E
DEERVCEREEN/ADON, R
EE IR RDONI, REEED
LT REHRIPIZEEL 748, LB
REGERIZAD NIz, T2 FRUAE LY
TR R L L T DR R OVE BRI
TRRENFPNI LIRS, — 5 R
IR AR EIIN AL VBRI T
[FfRE Th-ot=,

M MERIT0.25mg/ kg R Th o7z,

(3) EERAESMFR

ERE

BytiE

#sg o
(mg/kg) i

F

MR- BE R FE A IZEY
T 5ER
(Segment IT) )

FiRZvb

(Sprague Dawly)

E#IRMY | 0.1,
(BER6HA5
15HDME), 36
BEI

0.5.1.0 |B#H I3, 0.5mg/ kgl kD
HTHhESMERCEHEE
DD PRDONIz,
ZEH4mE) |BBRTIE, 1.0 mg/kg BECE
WTEFIRRFEDORD &7
ERE OB K ORI RE
omPrEDOh, BRENE
PR N, £7- BIEICIEIR
REEEISEE 3510 EEE
ﬁgggbghf:o
BE#HO—REBMEIIST5E
FEHEI20.1mg/kg. HEID
ERERIINTAEBEMER
0.5mg/kg B BRIz T 5
EHMERIL0.5mg/ kg T -7z,

MR-RRRFEAICE
T HERER
(Segment II) 28

KRR Y

(NZW)

R | 0.5,
(FER6AD5
188D/, 38
BEICEHS5E)

15,25 |1.5 mg/kg BFHT5HIH 14,
2.5 mg/kg #EC5FH 34
HIRBEICFEC L, E/,
0.5 mg/kg B TEFIIFHEL
Tl UEBRLI-LZA . 2
BTN RSNz, 1.5
RO 2.5 mg/kg FEDOELFHIC
BOTEEFTRINRERED
b= ehs FEFRER
BRUR-BRIRBIEER R
iz,

EEFHEE T XARENER
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2.5 (4) 2D OESHEM
(oo%)
some | T | whan w5g & R
B A 2) v, | BEBRA |02.20mg/E  |ARSRICHOLTEERED|
K bh{ AERERELST
(NZW) SRR E A TRBR2~4H
IR TERMEFEAERDS
Nz, REEBENRE IR
R E SRR AR RIZEE
BENEH 57z,
R R 42 oY, | BEEET  [0.2.2.0mg/E50 | WIREISICE T, 2550
it ISALBE. B R B U E T B
(NZW) RYoh, RE5EAOREM
BFEREICE VT, RERLS
RUR0BICEEE ., BRGBEM.
BHEL R OB S B S iE
ARRHEN=A, RER29RIZIE
EHEEEM RSN,
HUF ) FEJLEyh,| ASA Bk BBIMEZET F745%FV—R
i Btk T KT/ 10.16,0.8mg/kg |k (ASARIG) R UG HRET
(Hartley) iR | QBEEIBEIC. | F745F -G (PCARIG)
ik #IRVS | EF3E) BT hEBE T o7,
#td ¢ 5mg/kg
PCA: Bk —
B BHIR | B | Smg/kg
&= BRI
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X. RO EOFEFICE T 5IRE

1.5 % 8B X
= B #$ R

BEFER | 2058 (ASIcRF OB EERMICER T 37L)

2B E -BELRH

2~8C (Wi T 5TL)

SEARK W E
N EF E K

RANZEIE, N HEAEERTHS,
R EES OB AICEDERET I

4% B % #

<BPBRiEE>

E R COBBRER D TREN TEZ s 6 BUEIRF %, — BB ORI RS F -2 h 85
ENBETOMIE, &REME NI A BEREELSEZE T 528I2 kD AR A OY B 5%
BT AL ABOREU R OB EICBE T 57 —2% REICINEL A O IE I
BEEREBEHLLIL,

< TAXBIEAFEOPIE>

E A TORBRIERIA I b, BEEIRTER , —ERDEFI AR T -4 BRI B TORMII,
HIVESSEG RSB 2 R AAE S O dd BV T, TR R & RE A Xt 5 i B ki 2
EEBTATLILED ARFERASEOERBRENE T 2L FFOREM R OHESMEI
B4 5572 RHIOREL . KB OB IEFERIC B BEAEUIL,

N LE20mg ¢ 17347 )L (10mL)

F—RA%E | P VR (7 1) 7S ViR 10)
A 3 ¥ YISV Y ULV UVIERRIE, 7 oo VIRRRE (BREE)

19954£11H

o |~
H
i |
%I
HE
m
an
m

BUEIRFEAGEAEAN | 200741 74H
FEAFE  21900AMX00001000

=
it
LA
&

© €
R
w

mE |d G

2007417190

10. ZhBE-ZHEE M.
AE-HEZXE

shee-2h5RE I © 20094E4H228
PAALZR IR I EEL 72 DR

B934

12.EE2ZETHMA

IAXBIEARVNEE 104 G THA 2017418)
BAALERERICEEUIINE  5FE104H G TEAR 2015928)

1. REBREDAR

B PIR

14.E 4« % & &
=B # IR
EE&KO-F

4235402A1025

5.RBRBEF LD

pr =

E45HEE T XaEERRHN
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2) Woodle MC, et al. Biochem Biophys Acta, 1113(2) : 171-199, 1992 (J057505)
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. 2EEH

EENAETORSRR '
20084E10A29BE TIZ, 7 A A F 4  EU &t 75, E CUIRLE. 804 E T A LB A RO PIFE, 68 CHLE, 404 EH T
BRMUEBHEISNLAEIN WS, KFNIT7 A R UL ZZIUZEWTIE, DoxilPD 5L 4 T, Johnson & JohnsonB#£4t T
#%0rtho Biotecht 5iRFESH T, EUEEZIZCH L 52D MO IRz y Tid, Caelyx®D LS £ TSchering Ploughtt
PEIRFEEN TS,

E& TA)H

BR5E# Doxil®

Egan] Ortho Biotech#t

RFTFE 19954

-5 AT R

=8 10mL : 20mg/7S47 v (2mg /mL)  25mL : 50mg// 47l (2mg/mlL)

KR | TARBRELROAMEEE
PRI LSRG R CIIEBL 1obr, BBV RO IS B L FEISB A REE Th 7= LA XA AU NSRS

SRR |
ESRAE AL T B SRERI R U, 55V IZ BRI EE
SRM BT -

A IBIRRARESBD, »OHL TV I DR EHERA N S R B BRI 1 BRI 73T L
DB

Bi%k-BE | TAXEEIRVHESRS

20mg/m*aF4 Img /4 CEHIRINIE S35, RSN BE T BE TH B MBI LI 5ABDET .,
INBEAE .

50mg/m*&4Elmg/ A CEHIRNR S 75, BRESET ST OENOBBREREI T 2 DB AT THS
BAITIZ GAZEICREEEDE T,

ERMUEEFHESRSE .

ANTVITIE1.3mg/m*E 1.4, 8. 11ABIZHIRNIR 57 %, FFNZAHBIZAL T VI T 5#1230mg/m*%
M 1mg/ A CHIRNRE-T 5, REWET ST » OBEA R THEIR AR SEZLIsa -2 TR 5%
BOERT,
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- E4# EU

R4 Caelyx®

SiE Schering Ploughtt

RFE 19964

b2 A BT

BB 10mL : 20mg// 47N (2mg/mL) 25mL : 50mg/’ 47 (2mg/mL)

MEE-ShE | TAXESEARVPIESES ¢
CD4EAMEL (CDAY V7 SERA32005K54)  IRHEIZ 4725 B R B O IR B A D R L7 T A TR Y
RIERE I 5—RIBEE LI T RIEGHE, BIAEE T VAT AAUAR, TLA ALY PRIV (FHLLIT
DT VAT ALV RER) DL 2D Y FAA DR I-EH W FREIOET U B AR TH -7
IAXBEARVPEREF IS5 IR
DNBLEES -
—RIBEOEEHAEER LT AL ERENES Th -7 T IR A
HERE
DIBITRS BYR SR T A B D S DI TR B N\ D B HIERE
SR BREESSE .
AL 1IEIITNGRESSD. BB EE 2T TV5L, NZREADETHEL R BEESEICBITS
FFIITEDH B

BE-BE | TAXBEESRVRESS
20mg/m* ¥R Img/ 7 TREIRNIZ 5§ %, 2~3BZLICR 55179,
INBERE
50mg/m*Z ¥R 1mg /4 TE RN 5§ 5, REESET B ORB R THEB AT AT ITR 5%
IR, :
AR .
50mg/m?% ¥ Img/ 57 TEIRNIR S5, RS ETEF, OB ERETH LB AR BT LIt 5L
HEDIRT
ZRUEHESSE
FNUTVITE1.3me/mP%E 1, 4. 8. 11IHBEICHIRAIR 5%, £FNIT30mg/m*Z4HBBICRL T I TR EER
IZ¥P#E Img/ 43 T3 AT TEHIRNIR ST 5, 31RO N B AT THEB A RSB 548D
B9,
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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
NH, () cl

NH,

C12H13CIN,
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.*

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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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, e

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.
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PRESCRIBING INFORMATION
MEPRON®

(atovaquone)

Suspension

DESCRIPTION

MEPRON (atovaquone) is an antiprotozoal agent. The chemical name of atovaquone is trans-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 C;,H;9C10;. The compound has the following structural formula:

Cl

I I OH

]

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 Prneumocystis 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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MEPRON® (atovaquone) Suspension

via ubiquinone. Inhibition of electron transport by atovaquone will result in indirect inhibition of
‘these enzymes. The ultimate metabolic effects of such blockade may include inhibition of nucleic
acid and ATP synthesis.

Activity In Vitro: Several laboratories, using different in vitro methodologies, have shown the ICs
(50% inhibitory concentration) of atovaquone against rat P. carinii to be in the range of 0.1 to

3.0 mcg/mL.

Drug Resistance: Phenotypic resistance to atovaquone in vitro has not been demonstrated for P.
carinii. However, in 2 patients who developed P. carinii pneumonia (PCP) after prophylaxis with
atovaquone, DNA sequence analysis identified mutations in the predicted amino acid sequence of P.
carinii cytochrome b (a likely target site for atovaquone). The clinical significance of this is

unknown.

CLINICAL PHARMACOLOGY
Pharmacokinetics: Absorption: Atovaquone is a highly lipophilic compound with low
aqueous solubility. The bioavailability of atovaquone is highly dependent on formulation and diet.
The suspension formulation provides an approximately 2-fold increase in atovaquone bioavailability
in the fasting or fed state compared to the previously marketed tablet formulation. The absolute
bioavailability of a 750-mg dose of MEPRON Suspension administered under fed conditions in
9 HIV-infected (CD4 >100 cells/mm’) volunteers was 47% + 15%. In the same study, the
bioavailability of a 750-mg dose of the previously marketed tablet formulation was 23% + 11%.
Administering atovaquone with food enhances its absorption by approximately 2 fold. In one
study, 16 healthy volunteers received a single dose of 750 mg MEPRON Suspension after an
overnight fast and following a standard breakfast (23 g fat: 610 kCal). The mean (£SD) area under
the concentration-time curve (AUC) values were 324 + 115 and 801 £ 320 hremcg/mL under fasting
and fed conditions, respectively, representing a 2.6 & 1.0-fold increase. The effect of food (23 g fat:
400 kCal) on plasma atovaquone concentrations was also evaluated in a multiple-dose, randomized,
crossover study in 19 HIV-infected volunteers (CD4 <200 cells/mm®) receiving daily doses of
500 mg MEPRON Suspension. AUC was 280 * 114 hremcg/mL when atovaquone was

administered with food as compared to 169 + 77 hremcg/mL under fasting conditions. Maximum
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MEPRON® (atovaquone) Suspension

plasma atovaquone concentration (Cmay) was 15.1 £ 6.1 and 8.8 + 3.7 mcg/mL when atovaquone
was administered with food and under fasting conditions, respectively.

Dose Proportionality: Plasma atovaquone concentrations do not increase proportionally with
dose. When MEPRON Suspension was administered with food at dosage regimens of 500 mg once
daily, 750 mg once daily, and 1,000 mg once daily, average steady-state plasma atovaquone
concentrations were 11.7 £ 4.8, 12.5+ 5.8, and 13.5 = 5.1 mcg/mL, respectively. The corresponding
Cumax concentrations were 15.1 £ 6.1, 15.3 £ 7.6, and 16.8 £ 6.4 mcg/mL. When MEPRON
Suspension was administered to 5 HIV-infected volunteers at a dose of 750 mg twice daily, the
average steady-state plasma atovaquone concentration was 21.0 = 4.9 mcg/mL and Cpax was
24.0 5.7 mcg/mL. The minimum plasma atovaquone concentration (Cnin) associated with the
750-mg twice-daily regimen was 16.7 = 4.6 mcg/mL.

Distribution: Following the intravenous administration of atovaquone, the volume of
distribution at steady state (Vdss) was 0.60 = 0.17 L/kg (n = 9). Atovaquone is extensively bound to
plasma proteins (99.9%) over the concentration range of 1 to 90 mcg/mL. In 3 HIV-infected
children who received 750 mg atovaquone as the tablet formulation 4 times daily for 2 weeks, the
cerebrospinal fluid concentrations of atovaquone were 0.04, 0.14, and 0.26 mcg/mL, representing
less than 1% of the plasma concentration.

Elimination: The plasma clearance of atovaquone following intravenous (IV) administration in
9 HIV-infected volunteers was 10.4 = 5.5 mL/min (0.15 & 0.09 mL/min/kg). The half-life of
atovaquone was 62.5 = 35.3 hours after IV administration and ranged from 67.0+33.4 to
77.6 £23.1 hours across studies following administration of MEPRON Suspension. The half-life of
atovaquone is long due to presumed enterohepatic cycling and eventual fecal elimination. In a study
where *C-labelled atovaquone was administered to healthy volunteers, greater than 94% of the dose
was recovered as unchanged atovaquone in the feces over 21 days. There was little or no excretion
of atovaquone in the urine (less than 0.6%). There is indirect evidence that atovaquone may undergo
limited metabolism; however, a specific metabolite has not been identified.

Special Populations: Pediatrics: In a study of MEPRON Suspension in 27 HIV-infected,
asymptomatic infants and children between 1 month and 13 years of age, the pharmacokinetics of

atovaquone were age dependent. These patients were dosed once daily with food for 12 days. The
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