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in significance. Infection with the parasite |Isospora belli is
clinically i ndi stinguishable from cryptosporidiosis. More common
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anti-parasitic activity in animals or humans whi ch was dependent upon
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predict that particle sizes of compound of formula (1) and compound of
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addi tional active agents such as antibiotixs, anti- viral agents or
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whi ch are | arger than 200 [err]m The conpositions can contain
exci pi ents known as such for the purpose of pr epari ng forns
suitable for or al adm ni strati on. ‘Advant ageously, in order
to have excellent efficacy agai nst a broad spectrum of parasites,
bacteria, fungi and V|ruses t he dlstrlbutlon factor of sald actlve

- ~ o~ o




‘Crer;aphor A6 29 Cremaphor A25

1.5 ¢ M neral oil 749 Luvi t ol
EHO 79 d ycerol nonoester

4 g Oetyl i ¢ al cohol 349 Si meti cone
0.54g lg

Pr opyl e@egl &?‘DEECRWTION OF THE DRAWING 3.5 ¢ Distilled water
62.5 g WD 98/ 50035

17 -
PCT/ US9J 0gBhyabove and other opjgets, fratyrn and, advantages S Isspres g dvepfon withgow
inventi dn e descelbag sxmeretriaihuih feferancs tode apromnanyingidraning.di whieh:
par asi t &s, bacteria, fungi and viruses, especially when adm ni stered
orally. 6 FlIG.tthe efflso%tw 2ad sidernerspatiaepviow of Ae ingt Rowet Sediacearding to the
conposi t/i ongredértdmyestian inesanjnction widt 2 caxerdichetact line fanpowdrsuppivto tha hunans.
Speci f i &al | gontagt findyuwitina bbdynhalizdf thet caveesf the irfetipmsver feedrbeingremovedifor t hat
t he ef f9 callystratihg irttérmal grimagameoisubéreaft conpositions descri bed hereabove
are silgnificantly nore effective in treating parasitic infections than
the samd fEIGN2l at i ons aigbsgsantibnal @icacthipagh thénmiat powpaickd ahé centactdine;bet ween
170 and2520 [err]m (nean particle size = 352 [err]m, even when the |arger
sized p@tigizes were Bdnperspdotivedeivof pRircion basih cofeewitup comductur el Byl mes
hi gher 4and ,iqeand ofpelamper i ods of tinme. Exanples of cure rates obtained are

shown bg ow in Table 6. WD 98/ 50035
PCT/ USS@ 09220 4 TR Radine érﬁpé?dé){)er% Scétive YieW, oR WRBEhIPgdd e, of
[S):[alrj'?: glsi'fuz:tﬂg inlet powerfeed w"riﬁi%g §!rf£9f ti;%‘éf:ﬁ Bélr( laarrﬂﬂgd tosHBM R cérrebtidiavi ng
352 [er1%] mg@iﬁ%ﬁgﬁﬁ&gﬁg bl ne eﬁSInEmg %or fﬁﬁ?a ft%'érb ?%Hdmshowachpffor mul a
(1) hay ng particle sizes ranging from5 [err]m to 200[err]m
(mean 134 LBl M . s SRPRAHRR %"Jpg 08!\l b @Jer li'lﬁjgtgi ipr mul a
(l 1) ( detail the locking mechamsm§ élﬁ%% droﬂe 26(5@ de F\rﬁﬁézes 5
Dose =9 5 tfgrrg(?faspﬁ F'Sa ment Ifcr)‘ge = 15 ng/ kg/ day for
?C,:uﬁ g ! ays_FéOGnLgd / Tot a'ls a_top and snec% perspective view of the inlet poweggﬁeéi Wih fd (ly c%saeld %
Cur e e “Prasite Bl ast ocystis 12/ 27 = 44%
10/ 10 100% hom ni's Ent armeba 29T 477="62%

. _ 200
1007 1945 08, 4 SESLKAidn o Brilih w7 Bbiadggents 57 10170 -
80% 3I0unbr| coi des Trichuris 7/ 48 = 15%

58/ 79 21730hhroughqutpll thedFigures, same qreprrespondisg Q‘%efﬁéﬁ%ﬂQf@éa’Wl'@"@@q by Tabl e
6, the32 prdvie tefespate pYMeralsat es were significantly better for the

pati end treated with active particles between 5 and 200 [err]m t han for
t hose SfeatBuning nawdethe draping aed inpartionlsr byFIG.dnthereis shopwra prand sig2o

[ err] m3dn sperspeciiva Wew of aatinlet pover feedqecéridingric ¢ha preGWMVentlmagenereilmg p<

0. 02 (36 ngesigrataddayr réferfmrer junezsit 1) for powdrissipplyrdo Bloarrent cmtast inechwhibbugh t he
doses @& t Heslabgtom framed elith adoagtudingi siat (not shgany. T\herctesntmulaiel ¥inbludésezn and

t he duB&t i atorafatd plesticenofileViaie form atasny. Fonged intdrivnly ohtie pkabtic prefileed @@ to t he
pati enB9 r emehyiingogrooves 2a (FIG. 2) which extend in longitudinal direcfiéh and accommd@ate

98/ 50038  current conductor rails 6 for cooperation with a trolley’(ot ¥98n)aRREkhg during

phar madeut iopatation ngraftutinaMsinsiaé tiecdurrént @gedt lihagi ng particle sizes smaller
than 2@Q [err]m There were no serious adverse effects reported for

ei t her 48r oumheQhlePB&WE HUBPly 1 includd3esdvies 4 Whih BFmé 8 hbD8RE aR& BEUohipRse by €
for hugan seH@haRain HdAY &bakEAdAG BBIWRRA HYESe éhc?gﬂécfé?s'cié@%é@gpart in In

addi ti ag, tlcﬁ}fgrtﬁg\'ﬁgrcﬁféc'fl@ﬁéﬁ ﬂh@@én@@tﬂi‘ﬁé\ée‘ﬂs sRoWR SSpRid Bar in F% . the main

adm ni g5r atdaP 481 ts @etﬁbi’i‘éﬂlyemgg 84 ¥ the@nHnld bgﬁa zﬂ@&km e ﬁ’eg{! the H']pound

of forgylacfl e‘ﬁ QHQfoﬁ’ ocﬁ a rr?ents gln ?rrcgtg
ext ensie 51725 EEao bce0udeh §ba gn S 3 o
r bi

{EiF}‘ng“'c @é’fis .o séteé?o&n% ?5 Jhsierlﬁ
adm ni

Oer &Y %s. Tl CIBPSI L B0 PG 'rb alveSy %wsf regi i Oh

conposi tions mere stable (even mhen subj ected to tenperatures of
40[err] C and 65% relative humdity foP six months or, in the case of

i quid suspensi ons, when suspended in water under these conditions for 3
nont hs) thereby assuring that the active ingredients do not degrade and
that the conpositions nmaintain their efficacy for a period of tine after
their preparation which is suitable for medicinal and comer ci al

pur poses. In the follow ng, efficacy of the pharnaceutica
conpositions wll be denonstrated. EXAMPLE
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as positive control was 2,000 tines less effective with inhibitory
concentrations ranging form 51 to 83%at a concentration of 2, 000
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human dose was nultiplied by 0.0026 for mce (weighing

approxi mately 20 grans) to obtain he total anount of the drug needed for
each host norning and evening for 7 consecutive days. Each nouse received
2.6 nmg/day (7000 ng x O. 0026/ 7). The doses were adm ni stered by nouth
using a plastic syringe ui pped with around tip needle. Twenty (20)
2-day old sowKiecten o aeo éha gebiechygasdiingpihal core infwiamn npsmmgﬂﬁoh’th@fchp.@m 000
oocyst s df & hestsgondh bGP Randd. Suitatily,dhereide bf the dpehingt EdcardbevemnformBdtar e
bei ng adin nthetdimedsio of theiinsertet lseredyarsadjustieg enenbiroisnt 22viedciesisr#y. Aftsugar
solutiod placementmg thecdrkdn theciprniqad Sdtiggdenitmedf thy sBaeye? 1 fealitds assediext al
swabs friom eacipingoefdiee vereeherbinal mecbran df tbe poweesumidy tableekiegd essdntielly in

modi fi e Ni hyitidired! sigactitinedf thengpritat lime 2|ge thiet frstaliadion baquires Gnigazglightet al .
Qocyst s Bhebghdigy afxpeabad. i n feces 2 days after the oral infection of the
aninmals.g On the third day follow ng infection of the animals, 10 mce

recei vedy 1. fhstalla®dn of thé @eaxRBAES,is feahiucrm/ lﬂmelu,eg@ainggherﬁ%m@gm@secut ive
days whid e respé&ﬁ/ejs%té QARG THrBiSEr PlEEmBRE SukRfuchlly, URd (R315achre 98¢ Ured au'fi@ct al
swabs wefe pRIRNEE oFiPdliE B efn@rthee@&rgs Qrfe attﬂ‘éhe?d fhane oBIamh@?% BRfE clip2s AreF
gﬁggegg‘%h?m&aqﬁﬁ’o% qu {‘&1 b ?SS:EP f r1519@§ GBRE coldtes aredG Eéc?orY{@ﬂ?e

Resul t anobr: T 10e i\%g (ﬂ%r\%n by {1 sg%v?ggvvl to enfa%le%grr@éﬁlgg‘ég fr? | cate

t hat ni zox n| de a m ni stered at a dally dose of 2.6 ny/day for 7

e d;’ﬁgfé‘é{ e‘?@sis rh%ﬁtds‘% cﬁ%t% E«sél%e%ﬁﬂétoi%% 5‘19%%?8 in Pe[%rdé%’}“; Wn

comar il t ol @{; ST e S BT ot
VIO 98/ 35P eces 4a e inlet power Feed can be pre-fabricated with tg

the en v\ngé‘ AN %F”?Qtégﬂﬁé\r%tfmm thg plastic Fgﬂréleéfem ”%%ﬁ" @% r%i

7, thek Eggﬁ e2d 9nelgp Ghgwe ?FE‘“eSB‘d;fs"it tag usame

treat afAvRArtd rﬁ; hpling coBRRnANRAH.dtb WiREh %1 BFRYET o

unt reated cOFRYSH dispasgionmpairs effect | asted at |east for 7 days after
treat mt as shown by  negative _exam nations observed on days 3 and 7 after
t he endSf Whila the ipugntion has been illustrated and dgscrippd esembpdigdirerimetmomen |

| MVERSIZ6N Hegd for longitudinaliynglottedicuiepnt egntactiings; dtis patl/intendedto be hmm%@to the

At 7t h 4fay details showry slagenaiious modifications@nd structupal shangasamagbe made without
post - t réfat neenarting\n@ay vayrfranothe spiriéaf thd pradent ingentianeat ed  Control Treat ed
Control29Treat ed No. group group group group group group group
group 30 What i claimed ad new dnd@esiredtolbe protécted by (Getiers Pat2nDis set forth in fRe

he en

4.0 3. 0 appetdéd clairfis:0 3.0 0.0 1.0 0.0 3 6.0 0.0
5.0 320 4--8 0--0- 0--5 0--0----4 3--0 2--0 30 o0
2.0 0.0 1.0 0.0 5 5.0 2.0 3.0 0.0 3.0 0.0
0.5 0.0 6 3.0 0.0 4.0 0.0 5.0 0.0 2.0 0.0 7
3.0 0.0 5.0 0.0 4.0 0.0 1.0 0.0 8 5.0 1.0
5.0 - 0.0 1.0 0.0 0.5 0.0 9 3.0 3.0 3.0 0.0
2.0 0.0 1.0 0.0 10 0.0 5.0 0.0 2.0 0.0
0.5 0.0 Total 3 8.0 4.2 0.0 30 0.0 10 0.0
Mean 3.5 0.8 4.2 0.0 3.0 0.0 1.0 0.0 Efficacy

60% 100% 100% 100%

EXAMPLE VI 1| : MYCOBACTERI UM Ni t azoxani de
was conpared agai nst izoniazide antibiotic. The protocol used BCG
(Bacille de Calnette et Guerin) as a nycobacteri um strain. The

sensitivity of this strain was the sane as that of M tubercul osis,
but this strain is nore har mel ess and thus did not require high |evel
of contai nnment of a tubercul osis agent.
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PCT/ US98/ 09229 4 ng/nmouse per day in 0.2 nm of sunflower
oil was adm nistered to mce. The results in mce treated wth
ni t azoxani de were conparable to the group receiving izoniazide.

10[ err] 10[ err] Spl een Li ver Lungs

Spl een Li ver Lungs Nitazo 1575 51 575 57 68 250

70 000 50 000 000 500 65 000 87 500 75
800 1 550 122 500 75 000 35 000 150 000 000

30 60 000 60 000 50 875 1 550 000

000 000 75 950 750 000 000

000 I NH 475 1 050 11 000 20 000 21 250 50

000 000 5 15 250 27 500 125 255 750

750 60 000 52 500 50 000 000 4 000 20

NN PN PN NN . P P — NN PN NN PN NN



VWher e: a = the nunber of flukes recovered fromfece
ani mal s b = the nunber of flukes recovered ﬂlm mﬂ E lm
treated ani mal s. Results The results of the s Yc a
Tabl e 7 show a mar ked decrease in the nunber of immuature fl ukes recovered
from the liver of rabbits in the treated group when conpared in the
control 1groQpAIMS The neans percentage of reduction was calcul ated
as 46. 77% ( rwhgeis cldmedas:.
- 42 - 3 WD 98/ 50035
PCT/ US98/09229  AnTaild sower f&dd foclafiyituainally tloae airiréte cagiattipks havimg ur e
(4-week/ ¢ d) cdndustod adils! digbdsBd ¥PRhGIRIMaRHraction inside an elongNéEpbar préMdi t s
No. of flgjkeg;a,@méthgémerg% of Rabbit No. Untreated Control

ffig

Treated Rabbits a@Ver@efining aninlet feed region dnd electrically insulating the inlét

42% 8 2 feed region to the outside, said cover recelwné? a power supply cable whigh terminate? at

6 9 alocation 0abg\/e the elongate plastic p%?x?@ and inclufles a plurality of cgres for

4 0 10 _ connectito a pIurath of conductor raifd in one-to-one correspondencg;

40% 11 6 onnection means for ej tricalfy conngcting the cores o E)le/ cable to thé

g conduc §@5 xé said cgnnection means'inéfuding a pilrality of fiat junctign bars, each of

50% the jun 0barssconn cting one core o he catéje to one conductor rail E (pavmg al\}gt
14 side which cop fr nts an outer side wall g)ongate plastic B&Ofl eha 3 le

6.2 rtial 21 & I fiohhar ?ma“”e

stage ofid neFiply Bswsa 24 grigaogpentopdnc o ﬁtﬁa@ QLo iy e 005,

reducti g ﬂ h?/\{) '29 g cBaduc %ré%'hv T3y UBYAIRSAAP “E)EhaVSP Pl\éetl ver of

thetreei]lted? PlgsHc p arison with the untreated control ammals as

shown in abI e 8. . TabI e 8 Ef fi cacy of nitazoxani de a nst

mature 19 The indetpo eEl of plaimy t Q‘y&‘ﬁffi“&ﬁ"qJH”‘E@ﬁ g E% fmed

i nf ect ed® athN 2 deg which extends in the loqgitudifal direglios sexdhatih ?&H‘C‘“Q"bt?ﬁ ?%ér‘- of
Rabbit Md. %hapedsoetiduratian spid legrefdhe Bactanartbesing aE#aptq@afeVlat/@ngagemen&m

4 22  electrically copdgctive manner upon thg gopductor rail.2

0.0 23 100% 3 3 o 0

100% 24 3 The inlet pewer feed of claim 2 wherein thg. @nnection means incl@@se clamp 5
2 25 of U-shaped eorfiguration, said clamg 6@sacing the cénductor rail through an opening
0.0 26 of the plaBH6 profile for Kolding the leg of Ae junction bar in place. 0.0

100% 27 8 3 0.0 100% 9
3 28 4, The infet@ower feed of claim 30M%eein the conhéction means inclilles a screw

0.0 29 fasten&09pported Ra@plastic profile digtabside of the clamp and exterftify

100% 30 transversely to the longitudinal direction for4essing the leg/P tRS{unOb3Dar against
PCT/ USO&1092R8 conductor rail. Ni t azoxanide admnistered as a 70 ng/day
dose fa@2 7 consecutive days is noderately effective against i mmture
stage 330f fasci PhainttgWet fedd oRBEint 9 WRLRALING le@ls\iBSdriapR in égﬁbm%perﬁ’\@e
early n@t4ur eof%@g@mq,f the parasite. XAMPLE
Xl SCHI STOSOVA Ni t azoxani de was

tested ag t Sc ti\é %%e%@ﬁ%f‘blai?rp whe%‘ﬁhg;} E bQPﬁ?stQpbéH& bR, sa;d
exper i ”%gt a' ohnkB fln cahle (d the'i¥p Pencm)‘(iﬁ ;ugléﬁ‘ﬂ ”9
50't0 'S8 it ot DA Db g animal’
per gI’O I rs group I Nt ec SChI St osonma ITB.nSOI'lI
f t t

e e {n*nes@g;;ga S b o e
oo agfﬁ?t ?J%%%tif % 599%%%5%1 e ﬁ@ﬁfav@'ng dogecr B . .,
days i n44heﬂ BiThE ‘FW‘ Ing ManN&ayenty days after infection of the animals,
G T R L S PP 5, b, B,
days af @@r t‘%@eelﬁﬂglgfd”ﬂﬁ*é‘ﬁ?%@ﬁtto define tmoc&ier\neelévogmalmcs@@bodamlvehéf ther ms
wer e extf actrerintbegdmbeing s apaptristeceagie kerpelwbledp the epdpieges efihaisoves t epi d

water (83[err]C). The extracted schi st osones were counted for al
treatment and control ani mals. The gfficacy of nitazoxani de was
cal cul ated busing the fornul a i ndi cat ed Bel ow Y%efficacy a
-b x | 00 a Wer e: a = the nunber of
schi st osones recovered from feces in the control aninals

- 44 - WD 98/ 50035

PCT/ US98/ 09229 b = the nunber of schistosones recovered from
feces inthe treated aninmals Results The results shown in
Tables 9 and 10 clearly indicate that . ni tazoxani de adm ni stered at a
daily dose of 2.6 ng/day for 7 consecutive days was nore effective

agal nst Schl st osoma hemat ob| um V\/nere a worm reductl on of 82. 85% was

o o 1 o b . L, e



I-DCfll'? US98/ 0922\59lD 98/150035 14. A method as in claim 1H||lmmﬂkllme!ch ve

agent is in the formof particles with a nmean parti tl ef sitze ®of s ween
and 200 [err]m 15. A nethod as in claim112, wherein said active
agent is in the formof particles with a nean partlcle si ze of between

20 and 5D [ & r] mThe inlet powerdeediof wisirh @avhesein thecensd piedss, ofWheeeevenafd

phar maceit i @dentical @opbguiraticon saidebwrinsiuwing aasin tmdy hakingrapeesite ends for

accept abB e sacurdment to the end piecesh  net hod as in claim 16, wherein
said phéarmaceutically acceptable acid is selected fromthe group

consi stisg ab. ci tMhiednlecpaiverdéad ciizim 8carl fustheradompeisingi Idckingetbansefsul f oni ¢

aci d, acgti gerhdblelsatireenpslitle mammadbtcthacind pieceet hanesul f oni ¢ aci d,
fumaric acid, adipic acid, malic acid and m xtures thereof. 18. A
met hod a@ i R1cl aipeddbingtied:ei n sai d active agent is a conpound of fornula

(). - A 5652 e #® profilgifer RebinvRdagRYY 1S a
conpounfb of ngwﬁaﬁ) Rne ﬁbmﬁ ér?r?gttél\@gg asﬂlon claim12, wherein said

marmmal - 4 human - an a"\’fb@%?foﬁ“agﬁ’dhﬁaeﬂptto'tHé:’plagﬁd‘ﬁroh@ lﬁgaamé Fﬁaﬁﬁ&%s'tﬂ dfhe

as inclaim?2

anount
wher ei ny gal 8 act| ve afﬁér%uppl?éﬁl@b% eecflﬁéjm‘t '?nl@W%HHrr r?% POt a 1500

ng dail ..

PCT/ USQ 09§g€t'°n above thef? stic g\roﬂetarqd ha}n tcro Eat rﬁon%ectlgrg asiticin egf"%' on by
a selecte the o Sti.n o

Fasci oI Fa ciol g tjun 74@399 I&{Ee §{m°t?ed ¢

Met agon | Yetor'r l Ba“dun%la ?f% r# f irec lon out31 eo

phar macBut i B@épa 'F aB h@lﬁ'ﬂ 8?‘%’8 ﬁ%\ R n?efé]'?fs%”g; d%r\]/veal(
fgm)]o N algd\ep IOE % vsfeép |nacop uctlvee @g ment wnth the con uctggraﬂ A

met hod 4br threugh agyoBeHag Ei’sti"? plasticpraile apd aappaer end ip cRadyrdxe 8agagemeat 1 r om
the gr cYitBitag £¢1§- of Schi stosoma  mansoni,  Schi stosoma  haemat obi um
Schi st ma  nekongi, Schi st osoma | aponi cum  Schi st osona

i nt er cadat uitg.  Fddgicombination eheiaimcH, wireigipitie ungtiogaharings 2 lEslaped| opsi s

bi ski, 4% cr sedfiguration withethe lawsr endextending inghg énngitediaalsliegtian foafiRl Met agoni nus
yokogav%ﬁ engagement irveleetdogllyicondugtiveimannertupan thmmcafdugtopFeilk naceut i cal
conposiZf on containing as active agent at |east one conpound sel ected
the gr ddfp cdBsi siThagoobiration opeiaimd lokhdreinting jmnttion bar includa®e8i&00 86

PCT/ US9H® 09P2¢haped cpeiigdration, said aladpentwagnyithe cohdéciomail forlHolding the dawer

24. A 88 hodnéin placel ai m 23, wherein said active agent is in the form of
particl3s wth a mean particle size of between 10 and 200 [err]m

25. A 32 hod4as [The ebmbinalién ofdigimel Iwissreifl tIRCjuhstondie iiclides a dofew fagteher m of
parti cl3® wWsipgportedib plastid srbfle gist siak oPBe\vRRp ardeaBAdIRG trhfsvelsdly to the

26. A mt hognghudifal dirabtiBnddr prabangeing 1&%%%@&@}9@&&:&1%} agalﬁﬁﬂfﬁé)édﬁdh@tﬂr
cont ai rgx at rdjeast one pharmaceutical Iy acceptabl'e acid

met hod 35 as in claim 26, wher ei n sai d phar rraceutl cal | y
accept ajy e #51 d irhe 28rBHatSh bf é?éf?nthr%frﬁH&e loePEhis!if€br@bleGh blldterafCi d,
gl ut am %gem,%ls%gl fardf! d, ethanesulfonic acid, acetic acid, tartric
aci d, 1c acid nethanesulfonlc acid, fumaric acid, adeIC aci d,

mal i c d f8d Fﬂnétc hbhhali 5 £im 11 w em the junctl ﬁérmcludesacable cip 22 -

rz)ﬁar 'rbr\ac thogéﬁ%%ed{bt %Iﬁg% A aC| ]?he {]?ta{‘t% Fihe WO ILn lnctrlcally

active Tcle

bet weeryd A rret hod as in cI a| m 23 wher ei n sal d
acti ve , ge do | cl al m
23, vvherel nﬁsa Tﬁ% g ff l m 1%@8 LUE 'In8 ?a qm Eoc(ij sP?t n dbﬁ

phar maéaut i @ B{?ég;‘qé“rf PO” %‘51”9 dyhalves; gpd sPacedAng ﬁ”g Rpges.sal
conpr i éBng; Main bady aVﬁ‘SOC{’(PP ‘V"ee ?ftcong%ﬂt‘PEIt?) {GNAIRIRCESF at | east one
conpou sel ected fromthe group consisting of: conpound of fornula
(1) rr]8 The combinatigihef c@yﬁﬁguﬁ@r@m ttfe(ﬁ»mlgcqsmrylbrace the plastic profile

[err] 49 inaform-fittinggagwngsarticl es having a particle size smaller than

200 [ el0 m and—-a—nmeam-parti-cle-si-ze-greater-than—10--ferrfmnp--—-------e--mee- at

| east one thickener; at | east one wetting agent; and
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| east one pharmaceutically acceptable acid, the pH - of the paste

bei ng between 2 and 6. 32. A pharnmaceutical paste as in claim 31,
wherein said paste further conprises at |east one additive selected from
the group consisting of cetylic al cohol, glyceride derivatives,

proypl ene glycol, and m xtures thereof. 33. A pharnmaceuti cal
corrp05| ti on for or al adm n| st rat| on cont ai n| ng actl ve agent granul ated

o Y o, . - oy o e



