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2. nr:6nurararortfiqar:rira'fia{uraiusianrrun.:siaro.:giriuBiJodrYa{utorurunndrrffnr0a

(pactitaxel [ipid emutsion)

ia m : sf r iu u r fi A l, 6 rTu,tlu fi fi n': r l n r d'r 6 rl{a rr : sf r :-u u r du a ii n 6 fia tTuUU

sr'riud n-16 ilrrniuilsfriuurunnauff'nr8a1u:rluuu6ijrrdfiadurio drdrtdlounr:rfirurunna
vt

rrrffnrfia"LurjBurru 0.65 nil aflun"riuury't'u6il-adu d'ruraq.:"Lunr:rrfi z udrvirnr:rJ:vrfiua-nuiluto.l

sfriu 6fat*u uaa,flunr:r.:vr' 8

- nr:r.:d z am:sl'riuuravr.J:slurrirororri!:vnoulusl'riudiindriad'utorurrtnnautrflnr6a

(pacl.itaxet tipid emul.sion)

a'rud:cnou (o/ow/w)

d9EY1
U

rJ:cTutritueiriu

12 t3 14 15 16 T7

PacIitaxeI 0.65 0.65 0.65 0.65 0.65 0.6s Active ingredient

Triacetin 10 10 10 10 10 10 Oi[ phase

Oteic acid 5 5 5 5 5 5 Oil phase

Tween 80 8 8 8 8 8 8 Emu[sifier

Pturonic F-68c 2.5 Co- emu|.sifier

CH-HCI

(MW 50,000)
1 Co- emutsifier

CH-tactate

(MW 50,000)
t Co- emutsifier

CH- [actate

(MW 100,000)
1, Co- emu[sifler

GlycoI Chitosan 1 Co- emutsifier

Gtycerin 2.25 2.25 2.25 2.25 2.25 2.2s Tonicity adjusting agent

Purified water q.s. 100 100 100 100 100 100 Aqueous phase and vehicle
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er1:1{d 8 ruanr:il:vffiunruauuhvl.:nlunllrto.rririu6iJn6rTa{utorurunndufrntfra

(pacl.itaxeI l.ipid emutsion) 6rtrriulsl.rYuIqu1d56 rxtemporaneous emutsification

9r1:Uvt rulaoqn"rn [nm (PDl)] Zeta potentia|. [mV (SD)]

t=0 t -7 t=0 t=7

t2 Base 284 (0.248) 296 (0.207) -t0.2 $.3) -33.3 Q.B)

Drug 292 (0.201) 425 (0.3s6) -19.6 $.91) 1.34 (3.60)

t3 Base 144 @.203) 1.49 (0.196) -3s.4 Q.69) -23.6 @.03)

Drug 212 (0.337) 18s (0.307) -30.2 Q.70) -15.s (5.46)

t4 Base 36e (0.362) 262 (0.260) 23.4 (5.25) 16.4 (5.ss)

Drug 1310 (1.00) 4s9 (0.378) 22.1 (7.20) 18.4 (5.02)

15 Base 233 (0.226) 3s2 (0.415) 20.0 (6.04) 16.8 (5.84)

Drug 721(0.709) 346 @.49t) 19.0 (s.s4) 1s.6 (9.70)

t6 Base 305 (0.26s) 292 (0.137) 17.7 (4.43) 18.6 6.44)

Drug 318 @.276) 3t7 (0.282) 19.0 (e.24) 15.4 (8.48)

1,7 Base 9se (0.704) 35.0 02.4)

Drug s17 (1.000) 9.77 $.54)

14u1Ut14E ppl = potydispersity index, SD = standard deviation, - = hiarUr:oinki

n1nzuanl:il:srfiusirYulurrr:rrfi 8 nr:rfiuura.:'LuoirYuurvrsufiijn6facyu lir'Lfitu'trl1ro.t
< Q ,& , o - !1 ,< o 3u ,u-' .-1-. t r .^ r l-o^.!/^.^d rar d

oln1nilru10rrl4rutu raufl!'ilefliuvrhifrar:lirdn-adutait (co-emu|.sifier) (sfriud rz) oqn1nfr
q ,i A a vtv- 9, A aY . a au u d se

flu1o-tuqjrurfroufruli 7 rTufrqruuQ!140{ uavn?liln{mlvtlntunlilrt0'l0ilatu}Jttu?Luilafla{

rdororn!:c1dfirtoror.4n1nfiru1oaqa{il1nnurfiourdrtn6'(uti (1.34 mv) rir'Lfru:lzua-n:uu'i1.i

- Y - o sY J v u cr { -'& oqYa
oqnlnafla.i uunfnfllnilrfuiluturLuilyrau:?iln?nurtluvunolnlnvtutullu uauil1[14[nnn1:uunt0{

I

oriadul6'lufi4o"lurruvfisfriufifi PIuronic F-68@ rfluar:lirdriafiurail (co-emu|.sifier) orlnrnovfi
u d v d I o u d<q t cr o 6u u a

rJ:vrauu,avaflodrTariunnrrrrnrrTrfr eirusfr:"ufrfrln1ntruttjuar:drdfat'uta5l (co-emu[sifier)

ounrnovu'rj:u0u?nrdur6u ufiorornffio chitosan satt d.:rflurn6oto{n:nrriffioavalufitiltri'tnln
tt

' i- x s a d' 'r ' u uq 
lFlqruovtndoutluQn protonate tJ:v1ililrto{ Ln lrl{1u0{ttjuU?n Lu:Y14?1{n1:r'JarlaU00}latu tn

uuflari:vra'irdnnrn#rmurr1fu rirlfirJ:vqvr{firtorfiilodfaduuanuJ:u1u?n lirlri'driad'ufinrrunl
u d r u o av u a d I u o a -qv- o v aar au v

o1*r6=utiunn a1:1T10tJat.utasililuvtulmdrnru Lunr:tv't]Jn?1iln{n? Lvnunl:uaun0ilatu

siriudfi chitosan satt ufluar:lirdrTaduuaBl rn6orirrtfiorYuuavrirrarinllraqafirtnnrixnlu

fiilasion:run{d'?y1{n1unlflro{ei'riuur6iJndfat'uto{u'ttLilnerrrnnufia (pacl.itaxeI l.ipid emul.sion)
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X t qe u I

alnnl:ilnaaliluu'jrnr:'[d chitosan lactate rirrau-nlurana 1Oo,00O (sfr:-1fi ro) ovlirt#fii]prI

dfat-udrua-ntd'fin':rtrnlrr-?il1{nlutrrno'n'ir chitosan lactate fifirlryrinTlraqa 5oooo (sfriufi rs)
4' l- " - -lDv u

tfrotornturnolnlnuaurJ:v1fifiroqn''rnro{ei''r:-uvr-[{ chitosan l.actate rjrrarinkrar]a 1oo,0oo rflu

ar:lirdriaduuaiufinr:uJatuutLilarrfiurrsnriounruudrornnr:r6ust-':urunnaufrnr0aalhj,rno',nd

rfioufirsiriufrll t l, e'.ranr:il:vrfiudtr{fitilunnrirrornrdr ororflurr:rv nr:rfirrlrvrrinhranaos
i

lirlri'nrrlrafipnroraijnoriadur,n"lrsu a'rruarfiunr:r:rnrd'rtri nr:ld chitosan lactate (sl'riuvr" 15) t#
ov v J< u d t qy
dfadufrnnrrunw'rdn'irnr:'[d chitosan HCt (ql'riufi 14) un:rvrfioujirrurfiuuffuaijndfat"urua

lluletoqnlnuavrJ:v1fifi?to{oqn1nfinr:rrJ6uuruJa.:rjoun'irnruua-lornnr:rfiilm-':rJr"Luol"ril rravrfia

rfiul{*'emanfrfrorrflur?alu'ru 7 i'u nruauuGd'rneir':fifinr:uJ6uurilarriouilrnujurTu rfluhltri"jrvr't !J - i-'--

Y vs r u s ,
rirrarin1trranatvirrYu (50000) In:raitvrrrrnfito.r chitosan lactate fiturnlr,rnjn'jrrfiorfiuuriuI ' ---'-'' - --

chitosan Hct ltltri'fi:vrTutornr:ufirr steric hindrance flornlunr::ufr'rriutolraunrirniudn'ir rfio
rd { ' a A o qu o a I J d a u q o u J --, ^- -tU:uutvluuU:u4il5n1fl10{4l:?ileina{ura5l yrurruronnr:rnlnruralLusiriuuryrudljndfndu

Pluronic F-68@ rirn.:1ri'oriadudfiturnuSnn'irnr:lfln1mtru oro,dooornar: pturonic r-oa'fi

nrualrio^firflutri'rftvroatroiuavar:arru:rfirfi': nr:lflnlnrrurfluar:6r-arnr,ailfilirlfr'ounrrrr -- - -'i- '

AU v d, J C, o v t d, a o t vedfa{ufrrj:sQU?nuavdnrrsfrttjun:orrorsiriu olrd{riartjunutorrrad'luir.:nruki' nr:1{ pturonic
t

F-68@ rfluar:liron-adurailfi{o6fiuafion'ir6o Pturonic F-68@ ufluar:fi}"ifir.J:v1lffLuor'riuurdnki

fi:ralru'ir Pluronic F-68@ aur:ndrulir"L#ounrnroulun:vrrarfionururrn,u', f EpR effect rir"lfr'IU
o r v y , v . a a3 - & orirdlrTrurltlrilttaeirvriro{u tLavar}J1:nriurirnr:rir.ilurro{ p-glycoprotein firirrarirfitunr:

efftux u1oon01nt{aai arrnr:dourd'rulvrSrfirfinorn muttidrug resistance (MDR) lu o02' 103' 104)

u !, *- o 4 6ty - r['l :
n.rfuriio-u o r ra o n [d P[u ro n i c F-68* r[] uar:lir driadu raiIt,
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3. nr:Finurnr:il:sffiunruaur.ifivrr{n'run1y{ro.:sfriuf,fln6rTaduua.:uruvrn6ufrnrfia (Pacl,itaxel.
I

[ipid emutsions)

a1nn1:iloaortixd'u lirlri'toiam:sl'rirrusorfrutorrfr:-uurunnfiurfrnufialu:rjuuufrtJodn-at*uUU

Irranr:ldar:rirdfiatnya-nrflu po[ysorbate B0 iuniuar:lirdrTarYuuaErtflu Pturonic F-68@ eY{

uaoran:ririutumr:rrfi q ,rno'''ndfrio-uldrnBularr:sirir:uraijndfarTuroraruurrraufrnufia Inunr:UUU

ldar: potysorbate 80 iurYu Epikuron@ 200 rfluar:lir6l-ariu rfiororn Epikuron@ 200 r{Juv,loa

s,--i-oqvd,oouauuoud(105)ouq'
Iv{afiovrfiurritrr ['[rtluar:lirduYaciu [usfrirdn-ariu;irraiufrn ""' arl:sl'riuuaorlumr:r.rfi to vrifiLi'

o d o u aa, au u U - o u v
lirnr:tniuriofriuatJqolia{urn'.: 2 s{riun':ui6 Extemporaneous emu[sification uav De novo

emulsification drtdoBurui6nr:rmiurvYr z i61fluuvrfi g raa'rornrfurirsfrYudtrriurtrilrlirnr:

rj:vffiunruauffiursnranrvrrorqiriurYoaro d'ruranrrua"lunr:tirr 11 rtav tz nrurirpYu
I

mr:r.:d r qn:rfriuaiJprdfadutorurunnaufrntfa (paclitaxel. l.ipid emu[sions) riiotd

potysorbate 80 ttav Pluronic F-68@ tfluar:riririad'u (emutsifier)

ar:"Lusl'riu r.Jilrruar:"lurfrir rJ :vlutir ora r:lusir ir
PacLitaxeI 0.65 o/o Active ingredient (OiI phase)

Triacetin t0 o/o OiI phase

Oleic acid 5 o/o Oi|. phase

Pl.uronic F-68'E' 2.5 o/o Co-emuIsifler

Polysorbate 80 8 o/o Emutsifier

Glycerine 2.25 o/o Tonicity adjusting agent

water qs. to 100 o/o Aqueous phase

s'r:r.:d ro 6m:ririufiiJqdriaduro{uilnALt1ffntfia (pacl.itaxel lipid emulsions) rfiotd
U

potysorbate 80 uas Epikuron@ zoo tfluar:lirdriadu (emulsifier)

ar:tuairiu rj3urruar:tusirYu rJ :sTu uiu o.: ar :'[u of r iu

PacIitaxeI 0.65 o/o Active ingredient (OiI phase)

Triacetin t0 o/o OiI phase

Oleic acid 5 o/o OiI phase

Epikuron@ 200 1.25 o/o Emu[sifier

Potysorbate 80 8 o/o Emu[sifier

Glycerine 2.25 o/o Tonicity adjusting agent

water qs. to !00 o/o Aqueous phase
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n1:[niuilgfliudiJo6n-adurirui6 Extemporaneous emutsification ffiou.Jiultfiuua-nuruv
U

il1ln1un1yr utu nr:rrunrYr rrlrrr{oun1ntuavritJ:vlfifirro.roqnlnLdor.rantaSotrari 1 r"rasfir,fiuitt

l{vr'orur,tnfiri'orrflurraruru 1t iu n'rrraoro,ra'Lunr:rrfi 11 nu'irnr:rniurvYraotsl'rYr6'rui6!U

Extemporaneous emutsification Inunr:tsr-lurarluurduaiJnr6rTadulir"lri'turnto{oqn']nfiturrrt

tr,rqi;f,urdouJiuurfiuurYuolnrnto.:sf,riuurduf,ilordrladu IoutanrvlusirfuFtJniriad'ufild

potysorbate 80 uav Epikuron@ 200 rfluar:lirdrTad'udvruirfituro'lraqjfiutrnrdu 225 nm tflu

440 nm lirtri'n':unr{er-?yn{nlunrvrrordfladuanar rfiorornrJ:vtfifi':to{ounlnanal lirlrirr:rara'ntq

:vu'jrroqnlnana{ r,turrinnrnrlrriufiururLilfiov:rln'rrYurfluraarrorinrnvr"Lraqj'f,u uavlir'lrirfronr:
AU uhYi - uY u o I o S --, ^- '

uunrol6u"ar*u1d' fica"lrnnkiornudrorn [eiura{'LuurfiufiilerdrTarTu ldrj:vurru 3 rirlur ru'irsfr:-u6
v

iJodfiadutor ur r,rnn6 ufrn u0a tfi nnr: ua ndu
ou v &v o au u 6 . d

lrulrloqnrn6fia{ufrkitrnar:lirdfad'u potysorbate 80 uav Pturonic F-68- (212 nm) u
c t .Jltv o au u G) u

lJu1olfrnn'jlfltdornar:rfrduhdu potysorbate 80 uav Epikuron- 2oo @40 nm) vTlaolsl'riufin:u

rflun:oritil:urrlru s uavil:vodfrrounrntfluauoa'luri':l -25 mv fil -35 mV

LlJ?5

nr:r.:fi 11 nruaurifiur{n'run'ry!to.:siri!ailodn-ariurorurunnfittfi'nr€a firrniuilrfriuTeru
t

Extemporaneous emu n
a o au u O o u

lJU grtJ 0{ A1:Y]1 0I AtU LU9r',r :U

aun0ilatut0.tu'rttflna

$flnt{a

tju19t0qn1n

ld.nm (PDl)l

Zeta potentiaI

tmv (SD)l
pH

T=0 T =tt T=0 T =11 T=0 T =11

polysorbate 80

PIuronic F-68@

Base 144

(0.203)

149

(0.1e6)'

-35.4

(2.6e)

-23.6

(4.03)'
nd nd

Drug 212

(0.337)

185

(0.307)

-30.2

(2.70)

-15.5

(s.46)
4.99 4.90

potysorbate 80 utav

Epikuron@ 2oo

Base 225

(0.289)

230

(0.33e)
-25.6 -27.8

4.4s

(30.8"C)

4.90

(28.1"C)

Drug 440

(0.420)
-24.9

5.12

(26.1'C)

Isificatio

r4ulu[yE * ,Jnnlryrpraou ru iufi 7, PDI = pol.ydispersity index, SD = standard deviation, nd = non

determined, - = tilarur:n{o1d'
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eianrril:vrfiunrufiilfrril''){n1un11r?oror'riuf;iJndl-atiutorurrrnnraufrnrf afir,miulleruidi6

De novo emulsification rr-rruanrlumr:rrfi tz nu'irnr:1dar:lirdfat=u Pluronic F-68@ tfr'61-adud

fiturnoqnr a 269 nrn drr6nn'jr Epikuront 2oo fifituroorin m 348 nm rtiuudurniunr:uniurlnu

i6 rtemporaneous emutsification Epikuron@20O rflu phosphatidyl choline drfiaruTcj

tslrr:nrirourorn:ntrl-u 2 aru drtvlfiTn:.rair.:rirufitoultfurrnn':'reirudtour]'', ,rn'',ur.o
o--Jcvaa,aud,ut)a
oilaruvr[no{iln1:}lo:r.ra?ruu tilr{aayrrurnlunin'irnr:ld Pturonic F-68@ ar:lir6u-at-urYoaro

rfiodlirlrirfinounrnfifirj:vorfluauTnEJ Pt.uronic F-68@ firJ:vqfifirrfluauurnn'ir (-35.4 mv)!tl
c v U o - a, d, r q ' a q I --

rfrnfoo r,r'saorsiriunrirnatrr,iJun:orir.:tndu6urrTufi pH 4.8-5 o"ruanrlunr:rrfi 12 firanmvnmu

rflun:ner-rna'1? r{luan1?v'fr'6'rurfinrrrnrn-rurndqn (pH 3-5)ou' "' uararrr:nt{lfflusfriuurdnudr
< s r rr oqYa u 1 o ,,,,...(106)

n:u ua ta0o tnu lila{il avrl [utnanl:0ntau1o{ua0o [a0ofl1 (ph l,ebitis)

srr:r.:d 12 nruaurifiilr.:n1un1flto.:sfriuaiJndriadurorurufln6urfinrfia fi.:rniuusfr:-uTnut

tdi6 Oe novo emu[sification

t fi nr o r a r : lir 6 :ia du"Lu sr'r iu 6 il n

6riat*ur o r ur un nr fi urfl n ufi a

lJU',r910qn1n Zeta

potential

(mV)

pH

(at temperature)
Size

(d.nm.)
PDI

potysorbate 80 utav P[uronic F-68@ 269 0.353 -35.4
4.99

Qg.3'c)

polysorbate 80 ttav Epikuron@ 200 348 0.386 -2t.2
4.8

(28 "C)

t{tJlutvq pp1 = pol.ydispersity index, SD = standard deviation
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6 , a o a ,9 4 sq. dratir.:n:rr'luror:gruro{6t'r:asaruuruv{n6nuiinrfra"[unr:irn:rvririeurnsorIn:urTun:rfi

1'O.:tfiA?dil::6tug6l{g

rvr'oirn:rvrivrilSlrruo'rurrir6'rg1u:sur rravirn:rvdrarr,JirrrurYrurdrJanr,Ja'ouoonorn6iJe
au u i - . ,a a 0 q s qY J i
ailaru {n?[n:1u1414r!iurruururnnfirurfinr€a Iounr: [dunSorunSorln:rrTun:rflro!rua?a]J::t'ruva{

U

1\Vo d a v q

irlpiltrn:rv{il1rr:f,1urlo{a1:avaluuruvrndnur4nrfia o"rrraorlurrr:rrfi t3 rrav:rjfi 12{U

ur ufi t6'o r n n r :i rn : r v ri6'r u r nt o r1n : r rlvr n : r fl

lJ0{tua?ail::nuua{
U

n':rltdrriu (pglmL) Peak area (mV)

0.4 3.272

1.0 6.925

2.0 13.472

4.0 27.033

5.0 32.91.6

vaatYvoY
ornnrualvlnd:vra'ixn:urrfurlu uav peak area 1lo.:41:aunlullrfl:grudrtio4aill p[ot n:1y,1

standard curve trid'ld

o(,r
o
v
IE
(u
o

35

30

25

20

l5

10

5

0

234
paclitaxet concentration fu y'mt)

gUd r z n:rv,lilrsr:orullo{ar:auar u ur ufl na n ufrn tfr a (pactitaxe|.) fi i ln:r vr,idr u tnior

Y=6.523x+0.544

R2 = 0.999

In:rT 1vr n:'rfl r or uuar ail::nuu{{
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s. tJ3ur rufrr ur rir6'rytual'r iu f,fl o6 ria du (percenta ge of pac litaxet co ntent)

zu a n r : u r r.Ji u r rum-r u r cir rYru"Lu sir iu 6 il or d ria fiu ua o r'Lu m r : r r fi t +

,r:rom' 14 ilSrrrum-rurrirrYrUJuql"riuaiJodriat-u (percentage of paclitaxeI content)
ou o *tv

a15UAun0ilA{UvrLt61:
o o- - 3

u10ilatuu

add't0n15tn:ulJ
iliurru

Pactitaxe[ [ipid

emutsions

Peak area

(mV)

o/o PaclitaxeI

content

potysorbate 80 utas

Pl.uronic F-68@

De novo

emu|.sification
0.5001 9.294 103.1639

polysorbate 80 ttav

Epikuron@ 2oo

De novo

emutsification
0.5002 14.771.5 167.709

potysorbate 80 uav

Epikuron@ 2oo

Extemporaneous

emu|.siflcation
0.5004 t0.4205 1.16.376

ad o a v o g o o u aa av g

iEnr:r{rur[uu']il3il1tupTaurrird'ru"lusiriu6ilrrdfat'u (percentage of pactitaxeI content)

nlnn:1y,lrJ1n:nluro{41:ava1uflo{u'rLrflnerlnnrfia d'ruanflu;rJd l lovtriarnr:durr:r6o

Y= 6.523X + 0.544

rdo Y = Peak area (mV)

X = cohcehtration (pglmL)

rYrrfu X = (Y-0.544)/6.523

t. siriuf,iindfaduroru'r,rflneLrfinrfia (pacl.itaxel l.ipid emutsions) vtld po[ysorbate 80 rau

Pturonic F-68@ rfluar:lirdr-adu (emulsifier){ilrniuulnuiG De novo emulsification

oln(n:el'1iu 100 g fim-ra1uflnAu,finl8a O.OS g

rJi:nrusiriufiilor6riaduto{ulufln6urlntfa (pacl.itaxel. l.ipid emul.sions) drhurtrfr uvirrYu

0.5001 g

- Z' du a 0
rTrfuocl=eiruluflflAwinrBa = (0.65 9x0.5001 S)/100

= 3.25065 mg

peak area = 9.294 mY
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l4',tfi'r x

X = (Y-0.544)/6.523

X = (9.294-0.54q/6.s23

X = 1.3414 Uglml

finrflurjirrrun-tutunnauttnr€a lusiriu = 1.3414 uglmL x 100 x 25 mL

= 3,353.5 Vg

= 3.3535 mg

ellfuovfi o/o paclitaxel content = G.3535 mg/3.25065 mg)x 100 = 1,03.1639

Z. sl'riudiJodria{utoruluflnaulfint6a (paclitaxel. l.ipid emutsions) vr1{ potysorbate 80 rac

Epikuron@200 rfluar:lirdfladu (emul.sifier)drrnialloui6 oe novo emutsification

o1nqn:ei1iu 100 g fin-rurunnauuflnufia O.OS g

O V AAI AV V A O

rJ5urrurirSudtlndriarluro{u1rry{nauyrnucia pactitaxel. l.ipid emul.sions fidrlrtri tvirn-l

0.5002 g

- Z, du
rrirr.ruovfinl-ruluilnaufrnt8a = (0.65 gx0.5002 g)/100

= 3.2513 mg

Peak area = 74.7775 mY

mdl x

X = (Y-0.54q/6.523

X = (74.77 t5-0.544)/ 6.523

X = 2.1871 pglmL

finrflurjiurrun-:urunnaurnnria lusfriu = 2.!81i pglml x 100 x 25 mL

= 5,452.75 pg

= 5.45275 mg

d'rrYuovfi o/o pactitaxel content = (5.45275 m9/3.2513 mg) x 100 = 167.709

g. eiriuailndn-a{uroru'ruflnArfint0a (pacl.itaxet Lipid emu[sions) d1{ potysorbate 80 uau

Epikuron@2oo ufluar:rirofa{'u (emu|.sifier) duniuulnuiB rrtemporaneous emu|.sification

llnqrl:el'1iu 100 g fid'ru1uv{narfrnr0a o.os g

rJiurrusfriufiiJnoriaduro{u''rLrilnAurflnr,fia (paclitaxel. tipid emul.sions) dd'.:lrli' rvirrTu

0.5004 g
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a !, du
n-rr.r=uosfirhuluflndwinrBa =(0.659x0.50049)/100

= 3.2526 mg

peak area = 10.4205 mV

mdl X

X = (Y-0.544)/6.523

X = (10.420 5-0.544)/6.523

X = 1.5141 pglml

finuilurjiurrusr'rurunndurfinu8a lusiriu = !.51,4! pglmL x 100 x 25 mL

= 3,785.25 pg

= 3.79525 mg

rYrrfuovfi o/o pac[itaxel content = (3.78525 mg/3.2526 mg)x 100 = 116.376

6. n1:vrodounl:ilaoilriauurornsr'riu
'Lunr:il:vufiusfriu6ilor6fadu uonornil:v6unruailii6vn{n1un1flro{eiriruasrjirlru6'?u1

ouyuvd
arnrUua? u{no{iln1:il:vtfiunr:ilaor.Jriouu',rrno'',nO'.tiu6":u lrrunr:tdrndoorraounl:aua1u

(dissolution tester) oiriudijn6ria,t'urorurunn6uutnr0a ri'.: g efriulir.rdu dr0nrj1il1rflaounl:
U

rjaor.Jeiouur'[ua1:ava''ruv{oauinuivruv^loi (prrosphate buffer pH 7.a) rilruanrtu;rJfi tr
J,ad,uoao

rfiouJiuurfiuunl:!a0ilrioun'ruroonolngfli!aflndfat'uto{u1uflndltfint8a (paclitaxeI

lipid emutsions) 'Luar:avararloarv{nfnrv,loi (phosphate buffer pH 7.a) vrsl 3 efriu nu'jrnr:
dos9qd

rrt:uiln't:un?u?Duuu De novo emutsification a'nr:rlanrJriouil'tnn'i1n1:Lniuild?ui6ruuu

Extemporaneous emulsification tfiofior:il1rt1ilvqufl-rrdr ofr:"udrmiulrruu Extemporaneous

emulsification n::ovr-lanila'ouaroonrruirdqo tfiorornfr:uroqjuirrru:ouuonlrjkiqnrYnr6u"[u
! - a v d e ad- -. idv q u Z - - U v I
urlu tvruouflunl:tniuilFl?u?f, De novo emutsification vrlJFl?u10q[u?flfl1nu1:Ju o{uun?u'10{

nr:oyilanila'ouoonrrr5rdar, ffio'uui.:hivr:ruuri{rrdrrianr:iloaoufi16' odrtl:finruorttflutrjki'irtU

^- - J d qv d, a d ^ u a - o i a, i<,
dfadufirniu:rld'rtjutfi a o/w emulsion rfrorFuar:aualuro{ql"?u1uflnAttfintBafrrttiuurfrnrirnr:

lcvi q,o o u E -o, -- - d r 1, d 4
aualuu'r Lnrllilrna{ LU Lunl:uu'rvruaUn0ilatu 01ailu'ru1{a?utuu0qnlntu'rFrtanL[tlununouil:0

rr?uaouorJlusfriu 6nJanrJe{ouulr.iluruilru:utririou un'ouJiuurfiuurYunl:taiulsfr:-urirui6 De

novo emutsification

01ne{an1:ilarrilriourirurtusl'riuailrrofadufirniulTnui6 Oe novo emutsification vlu'ir

siriufrl{ Pturonic F-68@ rfluar:lirdfadura3rlvir.ranr:rJarr!rioum-'rurrioun'irnr:lci Epikuron@200

orouflutrJtd'iruaiuilei:nrorar:rir6fiadulusfriudld Pt.uronic F-68@ finrruaur:nlunr:6ulva
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(fluidity) riou ornnr:vt{ Pl.uronic F-68@ d.:rflunof;moifiqrualuG steric stabitization trJvior{rll
u V - u v C q - ! u\4vd4 oqeo a t a u
a0u:0uoun1nav00{u1t.lu 9l?u10nnn[n! Lu?9rfl1nu1ilu Lnn 0.ivn Lunl:u!anUa0un?u'ruoun?1!U

sfriudt{ Epikuron@ zoo nrutrJriru

*potysorbate 80 uac Epikuron@ 200 (De novo emutsification)

Cpotysorbate 80 uau Pturonic@ F-68 (De novo emutsification)

*Potysorbate 80 mv Epikuron@ 200 (Extemporaneous emutsification)

0.167 0.5 236
time (hours)

1.40

1.20

E 1.oo6
l!(,

! o.ao

0,

5 o.oo

T
I o.qo

0.20

0.00

:rjd rg nr:rJanr]a'ouel':urcirrirurorn'rYuf,ilnofiadurunnf;ufrnufialuar:avaruv{oatdoUU

rilrrv'loi (phosphate buffer pH 7.a) ur'oqruatoriEnr:rniursl'riufiiJrrdfa{uuavruato{41:1i1
o- - &tu
oilatuvrLt

J " au u q o - -iov t v (D ^^^ dr o

rnoilrrit5lar-Jrrofar-uuflnauilnrflayrLt polysorbate 80 itrrYr Epikuron@ 200 tfluar:lir

dil-aduuracrrtiuulorui6 De novo emu[sification rril:vtfiunr:r,Jaorila'ourl-?ur6irn'ryoonornririu'[u

al:aualuy{oardnrintyloi (phosphate buffer pH 7.4) ttau'lua1:aua1uflo{ polysorbate 80 (150/o)

+ ethanol (7Oo/o) + distil.l.ed water (75o/o) o-r[aqrzuan1:yrfrffou'lu:rjfi tq ilu'jrur0nilaqilriou

oonil1luar:avaru'fr{fi potysorbate 80 ltauLo0''ruon (ethanol.) rflurirurj:vnou ],riurnn'iruav

rJanrJriouaroonurtduirnr'rar:avaruv,loatrinfntv'loi (phosphate buffer pH 7.4) rdolorn
d a i qr4 4 qva! q

nruailffrrorffrurttflnauynrfla ilar].rl:flauarut6'[uuooluoa 6{auaruld'fin-u'lu ar:avarutor

potysorbate 80 (15%o) + ethanol (7Oo/o) + distil.led water (75o/o) uonolndal:vY.:aoltfirrril
4 r a - Y - Y t uu o q vd , , r a & u v

a1lJ1:0anrr:{n{:u14?'1.:rJ?1J0.i?nn1nul}Juttauu'rtno?u a{ta:ilYn[14tJn1:uaoua0uil1nttast:??uLfr
tc,J,'o

ro0luoannflu'irrtjutorlua{?141il1:nt?urfiiln1:ilanila'oun-ru1oon01n:vuurird.r6fat'ufiufirrf,ut6'
1'

tollfr (se[f-emu[sifyingdrug del.ivery systems; SEDDS) 
('o')
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EI-IEI

*Phosphate buffer pH 7.4

*Potysorbate 80 (15%)+EIOH (10%)+Distitted water (75%)

2.00

1.80

1.60

1.40

1.20

1.00

0.80

0.60

0.40

0.20

0.00

0.167 0.5 L 2 3 6 t2 18 24

Time (hr)

grJd ra nr:ilaorJrioam-rureirn'ryto.:sl"riuf,iJodrladuunnaur,frnu0ad'ld polysorbate 80

irlrYu Epikuron@ 200 rfluar:lirofia{uuavrniur1nui6 De novo emutsification tuar:avaru

yloarr,{mfnrv'loi (pfrosphate buffer pH 7.a) ttav'Luar:avaluton polysorbate 80 (1570) + ethanol

(10%o) + distilted water (75o/o)

!
o
o
(U

o

0,
xo
!

U
o
o.
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