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(a) AUCOl o3t 80 U1A] 125%2) 90% A=+, 2
(b) Coe©ll TH3F 80 WA 125%2] 90% A7kl &af A HE]aL;
(ii) A7) 2=AEL AA8A wfj2oA] A, 2

(ii1) A7l 2= dAES E3ehA &= A

AT 2

A1) 2HES ABHAN FRE AL R 27 sl dmludoEE sht olge] Bw YAt 1

3k
AN 71E dAE F3stE, A13tY] 245 A=y,

fibrate), ®l&A A= H v By o]E(fenofibrate), T 19 9L EIsE U
ojtk, Yxdx FJrgolE, uigAsAE dx=IBdgolE Qxt= oF 2000nm =] RHE]

A thedR 24T B AF7E

v 53 A 5,145,684 H('684 SF)el Ao JAH A 2YTEe EHo] wbuATE EY oy
A7t BHR BHD H8H AuA E= AWAD o Folxl Yxpelth, W 55 Al 5,145,684 T Wn

golE] vzt 24&S ZIAstaL A St

Yregah 2459 Az oo "oket =49 vk W (Method of Grinding Pharmaceutical
Substances)"oleh= Al v= 538 Al 5,518,187 & Y vw= 58] A 5,862,999 o; "oF @] A%
Anl W (Continuous Method of Grinding Pharmaceutical Substances)"o]gte #|&2] wj= E3] A
5,718,388 &; "Yx=gAE FgHste AR 2AES AlZWH(Process of Preparing Therapeutic
Compositions Containing Nanoparticles)"ol2h= A|&E2] vl=r 53 A 5,510,118 & 7]A =

Eeh, Yt 2AES oA "EHe w9 A SRS HAE] g ol sHA JNAAS] & =(Use
of Tonic Cloud Point Modifiers to Prevent Particle Aggregation During Sterilization)"®h= A|&<2 w]=
E3] A 5,298,262 &; "sAAZ T YA A7 AAS FAA7]E W (Method to Reduce Particle Size
Growth During Lyophilization)"e]&h= #|&e] ml= 53] A 5,302,401 &; "% g dste] {83 X4 &
EZ2E ZAE(X-Ray Contrast Compositions Useful in Medical Imaging)"olgte A& nj= E3 A
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5,318,767 &; "iLwAFS] Hlo] 24 AWMBGAE AFREe X Y ¥ FEHXEAE AT Ard Al
(Novel Formulation For Nanoparticulate X-Ray Blood Pool Contrast Agents Using High Molecular Weight
Non-ionic Surfactants)"zb= A &9 nj= E3] A 5,326,552 Z; "o] =3} WS TR Pro]Qdo]|ES AlE
st XA 9743 (Method of X-Ray Imaging Using lodinated Aromatic Propanedioates)"&F& A|&2] 1]= 538
Al 5,328,404 5; "Yxgalt S a7 A% FHE AAZe] & X (Use of Charged Phospholipids to
Reduce Nanoparticle Aggregation)"®F= A|&9] nl=r 53 A 5,336,507 Z; "YA2] 6 WA|stL oH4gA
S S7HA7171 918l Olin 10-GE ¥3¥38t: AlA|(Formulations Comprising Olin 10-G to Prevent Particle
Aggregation and Increase Stability)"®Fe A& "= 53] A 5,340,564 &; "Hit o vx=dxt $3&
Haizlslr] 91k vlol2d sHH Al &% (Use of Non-Ionic Cloud Point Modifiers to Minimize
Nanoparticulate Aggregation During Sterilization)"®F= A|E9] 0= 53 Al 5,346,702 =; "vj$- 22 =
7]-g92Ed Jxe] Az W 9] z}7] %X (Preparation and Magnetic Properties of Very Small
Magnetic-Dextran Particles)"olgt= A|E<] w|= 53] A 5,349,957 3; "HiF H¢F 429 SRS WX 5}7]
Y AAe md NAAS &=(Use of Purified Surface Modifiers to Prevent Particle Aggregation
During Sterilization)"#= #Al&9 wl= 53 Al 5,352,459 <; "W AEE Fdd =Y (Surface
Modified Anticancer Nanoparticles)"#te Al &2l vl= 53 A| 5,399,363 & % ©]= 53] A| 5,494,683 %;
"27) W At EA e FEEA HA7A W3E A (Water Insoluble Non-Magnetic Manganese Particles
as Magnetic Resonance Enhancement Agents)"#hi= Al&9] wl=r 53] A 5,401,492 &; "UWe=dx} HgsiA=
Aol g2ZALZol &% (Use of Tyloxapol as a Nanoparticulate Stabilizer)"d@tE A|Ze uw=F E3 A
5,429,824 5 "aEAEES] Hlo| A AWEAAAE AHEEtE UieiA X d & ZEHAEA Az
H(Method for Making Nanoparticulate X-Ray Blood Pool Contrast Agents Using High Molecular Weight Non-
ionic Surfactants)"o|gh= A& W= 53 A 5,447,710 55 "o|&H JA3ld fE&3 XM FEHGXE %
A& (X-Ray Contrast Compositions Useful in Medical Imaging)"¢]&}= Al&e] ul=r 53 A| 5,451,393 %;
"opgtA o & e HEE ztv AT IF¥ g XA ZEZH2EA S AAl(Formulations of Oral
Gastrointestinal Diagnostic X-Ray Contrast Agents in Combination with Pharmaceutically Acceptable
Clays)"eh= A& v= 53] Al 5,466,440 <; "$HS AAA7]7] 913, S48 AAEAS frates Y=
A 243 E 9] AZWHMethod of Preparing Nanoparticle Compositions Containing Charged Phospholipids to
Reduce Aggregation)"olgl= A =9 m=k 53] A 5,470,583 &; "dN F& 2 HIA JAIE 93 XM 2
EfrEARZAY Ywdxt AdA7l &3d It 48 (Nanoparticulate Diagnostic Mixed Carbamic
Anhydrides as X-Ray Contrast Agents for Blood Pool and Lymphatic System Imaging)"¢]gl= Al&e nl=r &
8 Al 5,472,683 T "IN F& U HEA FASE 9T XA FEHZEARAM Y Y=gt g o] ZA
(Nanoparticulate Diagnostic Dimers as X-Ray Contrast Agents for Blood Pool and Lymphatic System
Imaging)"8te= A=Y w= 53 A 5,500,204 F; "Y=UA NSAID AA (Nanoparticulate NSAID
Formulations)"2h= AEe] mj= 53] A 5,518,738 &; "XA ZEZHAEANZAM ALE3dH7] 93 Yweda 89
Lrjo]golo]= f- A (Nanoparticulate Iododipamide Derivatives for Use as X-Ray Contrast Agents)"Z}i=
Aol vl 538 A 5,521,218 &5 " F U HiEA JAstE 9T XA FEH2EARA Y] Y=t
kA tho]olEg]FHA] o 2~ (Nanoparticulate Diagnostic Diatrizoxy Ester X-Ray Contrast Agents for
Blood Pool and Lymphatic System Imaging)"®}= A& ul= 53 A 5,525,328 &; "Yx=dAE &Fdk= X
A Z2EHAE 2AES AZWH(Process of Preparing X-Ray Contrast Compositions Containing
Nanoparticles)"ol2l= A& tl= 53 A 5,543,133 &; "3¥W 712¥ NSAID Y=JA(Surface Modified
NSAID Nanoparticles)"eh= Al&-e] ml=r 53] A 5,552,160 35 "A37bsdh @A Ev A Fo Y=gt
Bt oz Aol 3§52 A|A (Formulations of Compounds as Nanoparticulate Dispersions in Digestible
Oils or Fatty Acids)"eb= &9 m=k 53] A 5,560,931 % "Y=UA=S 943 73 AEAZA ] Zg<d
29 E5 FF3¢A (Polyalkylene Block Copolymers as Surface Modifiers for Nanoparticles)"dhe A &2
nar 58] Al 5,565,188 &5 "Ueydat 2AES 9 A sAl IR o zA ] Aduo|Eg vl £5 FF
A AWM & A Al (Sulfated Non-ionic Block Copolymer Surfactant as Stabilizer Coatings for Nanoparticle
Compositions)"&h= Al 5] wlo 53 A 5,569,448 &; "287bed ¥ T AW T Yegal Ak
o 29 3gtEol A A (Formulations of Compounds as Nanoparticulate Dispersions in Digestible Oils or
Fatty Acids)"eh= A& wl=r 53 A 5,571,536 & " F& 9 H2A J4sE 98 XH LEHAE
Azl Yredat AgA-&gtd 7344k F425 (Nanoparticulate Diagnostic Mixed Carboxylic Anydrides
as X-Ray Contrast Agents for Blood Pool and Lymphatic System Imaging)"olg}e AE2] b= 53 A
5,573,749 &; "X ekA 943} X4 FEZAEA (Diagnostic Imaging X-Ray Contrast Agents)"#& Al&<] 0l
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= E3 A 5,573,750 Z; "HIE QHIEE zt= AQEAVIES Ux=dx ZEE njE- A (Redispersible
Nanoparticulate Film Matrices With Protective Overcoats)"2h= Al &2 vl= 53 A 5,573,783 &; "I
AgEe] A EE (gl SAtol=) FA o8] tAstE YedAE AREEE GIE W F9-5olA A
ZF(Site-specific Adhesion Within the GI Tract Using Nanoparticles Stabilized by High Molecular Weight,
Linear Poly(ethylene Oxide) Polymers)"o|E}= A& = 53 A 5,580,579 &; "¢f&H oz L7153k
HEE zte AT 9438 X849 AlA(Formulations of Oral Gastrointestinal Therapeutic Agents in
Combination with Pharmaceutically Acceptable Clays)"ol&t= A& wl=r 53] A 5,585,108 &; "Y=PA}
ZAES AT MAFA mHoRA FEHI Srole-dddll SAtol= £F F5 A (Butylene Oxide-
Ethylene Oxide Block Copolymers Surfactants as Stabilizer Coatings for Nanoparticulate Compositions)"
g AEe] v= 58] Al 5,587,143 &5 "EAY FASARA slo]lERA R dEgwscte] WHH Uxs
Al(Milled Naproxen with Hydroxypropyl Cellulose as Dispersion Stabilizer)"o|gt= Al &2 vl 53 A
5,501,456 &; "Hlo]&4 W ol <rgslel s orAHstE AlgFd mbE 9 AlAl(Novel Barium Salt
Formulations Stabilized by Non-ionic and Anionic Stabilizers)"#t= Al&< = 53] A| 5,593,657 Z;
"Jr=A4e A3 FA AWZAA (Sugar Based Surfactant for Nanocrystals)'zZhe A|29] mj=t E3] A
5,622,938 5 "AT AW G XM ZEHEEA 9 AT AFH A=A AHE AA (Improved
Formulations of Oral Gastrointestinal Diagnostic X-Ray Contrast Agents and Oral Gastrointestinal
Therapeutic Agents)"2}= #l&-<] w]=r 53] A 5,628,981 &; "do F& % PIZA JA3E 93 XM ZE
GREAZA Y=gzt JAdA-23d  JMEA F4E(Nanoparticulate Diagnostic Mixed Carbonic
Anhydrides as X-Ray Contrast Agents for Blood Pool and Lymphatic System Imaging)"¢]gl= Al&< nl=r &
3 Al 5,643,552 &; "eFst B AL2 Awl W (Continuous Method of Grinding Pharmaceutical
Substances)"ol2b= AlHe] wlw 53] A 5,718,388 &; "o|FxEHMe] R(-) ALHAE FHieteE Y=Ygat
(Nanoparticles Containing the R(-)Enantiomer of Ibuprofen)"#t= A|&E<] vl= 53 A 5,718,919 &; "W
F2MElE Yeda BAAS F{35= oo 2% (Aerosols Containing Beclomethasone Nanoparticle
Dispersions)"olgh= A& vk 53] A 5,747,001 &; "A W Fojd Y=g AA Fr¥ Al gt
59 %A (Reduction of Intravenously Administered Nanoparticulate Formulation Induced Adverse
Physiological Reactions)"#}l&= A& w|= B3] A 5,834,025 5; "AE22 W SHAIJAZS ALRstE <
7 AgAg wpolHA(HIV) Z2HokAl dAAe] YA AA(Nanocrystalline Formulations of Human
Immunodeficiency Virus (HIV) Protease Inhibitors Using Cellulosic Surface Stabilizers)"#t& Al&-2] 1
o 53] Al 6,045,829 T "AER2A FW MASAE AREShs QIRF WA wholY =(HIV) ZEEokAl o
AAS] yYw=AAd  AAe  AFZWHMethods of Making Nanocrystalline Formulations of Human
Immunodeficiency Virus (HIV) Protease Inhibitors Using Cellulosic Surface Stabilizers)"o]g}= Al&-9]
o= 53 Al 6,068,858 Z; "Yx=JqA YZFAMe] FA7FE3 Al A (Injectable Formulations of
Nanoparticulate Naproxen)"#t= #|5-2] wj=k 3] A 6,153,225 &; "Uxdx Yz 249 A3k 13 Fo
el (New Solid Dose Form of Nanoparticulate Naproxen)'®hi= A& w= 53] A 6,165,506 &; "3+ H
A4 wlole]~(HIV) ZZEolAl dAAY YwAd AAE AMEst= ZHF A5 WH(Methods of
Treating Mammals Using Nanocrystalline Formulations of Human Immunodeficiency Virus (HIV) Protease
Inhibitors)"elgk= A&l w= 53 A 6,221,400 3; "UxgA EiAS et EE dojEE
(Nebulized Aerosols Containing Nanoparticle Dispersions)"o]gl= A|&E9] w2 53 A 6,264,922 %; "u}
= 2AE T A4 AF 9L AR $HE WASE W (Methods for Preventing Crystal Growth and
Particle Aggregation in Nanoparticle Compositions)"o|gt= Al&E<] w= 53 A 6,267,989 &; "R}
ZAAES A% W HAHFAEZA Y PEG-HE=AE Ade] 8%(Use of PEG-Derivatized Lipids as Surface
Stabilizers for Nanoparticulate Compositions)"#= Al&H<] W= 53] A 6,270,806 &; "&A B3] A
A7 Fo #HE(Rapidly Disintegrating Solid Oral Dosage Form)"®#}= A|&E<] wl= 53 A 6,316,029 %,
"FHA W AsIAS tolgd UER HAXEZAIUCES A5 2FES xFEE 1A Foo vxd
A} %2 E(Solid Dose Nanoparticulate Compositions Comprising a Synergistic Combination of a Polymeric
Surface Stabilizer and Dioctyl Sodium Sulfosuccinate)"o]gt= AE2] b= 53] Al 6,375,986 &; "do]<
A EW AIAE e AAEATAH Yx=YA 2AE(Bioadhesive Nanoparticulate Compositions Having
Cationic Surface Stabilizers)"ol2b= Al&H<] wlar 53] A 6,428,814 &; "A7F% E¥(Small Scale Mil
D"olgbs AlFe w= 538 Al 6,431,478 &5 B "N Y/HEE oy o RS s AYS fA ek
WH (Methods for Targeting Drug Delivery to the Upper and/or Lower Gastrointestinal Tract)"o]2te= A&
of W= 53] A 6,432,381 &l 7IAlE] o, olE HFv 5H3 Fau=E &t =, "zE" W
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= A A ZA1E(Controlled Release Nanoparticulate Compositions)"olgh:= A|&Eo 2 2002 1€ 314}
2 3N v E5EY Al 20020012675 Al $= U=gA 2AES J)Asta glow, 5Ws] Fuw o83
o}

FAY 29 AELS AAY "AHAZAY nEx 2A4E L 29 &% (Particulate Composition and Use
Thereof as Antimicrobial Agent)"€}= A& wl= 53] A 4,783,484 &; "$E8&A 7] JAEZHYH o
A 7)ol JAke] Az (Method for Making Uniformly Sized Particles from Water-Insoluble Organic
Compounds)"ol2H= Al Eo] wl= 53 A 4,826,689 &; "E84 SFERHEH Y A7 At Az
(Method for Making Uniformly-Sized Particles From Insoluble Compounds)"o|gt&= A|&2] b= 53 A
4,997,454 5 "(ZIA WS <ol EHetr] 9 wd A7 54 AlSHE dEd 4R, 92 3
(Ultrasmall, Non-aggregated Porous Particles of Uniform Size for Entrapping Gas Bubbles Within and
Methods)"o]eh= Al&e] =t 53] #| 5,741,522 &; 9 "Z&3 W AehE AsA7)7] 919 S4 oA o
AH(Ultrasmall Porous Particles for Enhancing Ultrasound Back Scatter)"@be= AE2 wl= 53 A
5,776,496 Z.o 7] A1 =of )

B. HxdBo|Ed #3 wiH7]&

v owge) xyge Audels, udRsAt Ao =g etk 2-[4-(-2RR2NED)w %A -
prlg-wEg, 1ugod dAHZAE FAE AunuioEt A At 47 AATe 8

h - -
Aoy, E3[The Physicians' Desk Reference, 56 Ed., pp. 513-516 (2002)]& #r=x3it}.

A BgolEx dAY "HmA-SZA-ItEAA FEA 2 19 A Z9W (Phenoxy-Alkyl-Carboxylic Acid
Derivatives and the Preparation Thereof)"o]2}= #A|&E-2] W= E3] #| 3,907,792 3; "H =y HgolEQ Al
738t Fof el (Novel Dosage Form of Fenofibrate)"#h= Al&2 wl=r 53] A 4,895,726 &; "&2 AAo]&
S Ze HuyBdolE ofs A8, W 19 A=W (Fenofibrate Pharmaceutical Composition Having
High Bioavailability and Method for Preparing It)"o|z}E= A EQ] nl= E3] A 6,074,670 & L nj= E3
Al 6,277,405 ol Z1AH ] Q. v 53] Al 3,907,792 Zi dmy B o|ES LeFE H%A-L I}

BAX e BRE J|ssta Qult. nF E3] A 4,895,726 35 XA Z(hyperlipidemia) ¥ 317
2 &8 5 (hypercholesterolemia)®] 747 X & F&3, vEsldE HwdHoESE il Add P&
A5 ZAES 7IAE Advk. wF 53] A 6,074,670 3= v EstE AxdBgolE 9 1F o] Z8A4
&4 FAE X2 F-UE A BYolEE Aueta k. v= 53 A 6,277,406 = 5A &
3 ZEIYS Zte viEstd dAx=FBEdgoelEd #ek Aok, Wk, "3t I HFHO|E w Y

(Stabilised Fibrate Microparticles)"8F= A& 20021 3¢ 28dxt=Z F7/ME =AF/M3H WO 02/24192
T JQAAS x2FEE v gA A By olE RAES YIS vt HIHOE, "Tg-T a7t 3
A% FBgolE-~EleYl X3 (Fibrate-Statin Combinations with Reduced Fed-Fasted Effects)"o]gt= A&
o= 2002 9¥ 69AE FAE FAFTNTE WO 02/067901 &= XA B Flo|E=ZAWEFFEE 2ah
A (HMG-CoA) E¥as AAA T 2EES X33 v HA dxedBgoE 24 ES 7Asta .

"HAE FEEA kR Ax A E W (Improved Water—Insoluble Drug Particle Process)"o] 33+ WO 01/80828

s 2 "obA3lE B olE uwAYA(Stabilised Fibrate Microparticles)"o]l #3F =A] F/HaH WO

02/24193 Tl A 84 o2 L A} RAES AxEE Wio]l ZAHe] gk, A W
3}

[e)
°© =

2 1F ool ¥ AR o] FolW TFES Axsta, oojx FE EFEL A F&A FEo §H
5

>
& N oo (R

S
= 11 o)A TrhEe RE st 1ot 7tE 2} H

< A AR Ksta, FES §AA JHEEE AR eiAR g 2A FRE AT, Y
Al oFEE HZAAC] HAY doldk o]AFoR AAAFPEOREN, BAE e FAOR a¥i &
o2 Aolgk g ESl AHE F Uk, ol "ol 2AEL Jfolgt ot AHS 7HE 4 .
o] kB th3l n|= 24]F ]2k (U.S. Food and Drug Administration, USFDA)S] <<¢lo] oF&o] ¢4 w i wE
54 o g AHdE AS 83 vF Fast

2003 29 20¥dAE FAE "IxyEgolEY xRt AlA| (Nanoparticulate Formulations of

3 WO 03/013474 o= BIERY] E TGPS(E €&l =22 (PEG) F=A8t vER )& X

ZA &l A E] k. o] £33 FBEoE RAEL oF 100 WA < 900me] HF

o A8™W, 12 WA 1738), 350 WA 750mme] Dsy, E 500 WA 900nme] Dgg(WO 03/013474
— 6 —
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o A9, 11 WA 138)(ZAFE dA9] 50971 "Dy Tkl &3tan, ZAAE YA 99%7F Dy HThol &
hHE zte HERR E TGS 2 dB ¥ olE xE X sttt 3o e MAE FA4Eo 4 ddd F
Zoll vls] A3 el FoAE A9 HAche WIAHE e AY A HsidS YERA Z5S 1A
A ek,

gk A AFd A F ZFHUAHE(F-0 =2 7 S
© B(Apo B), LDL 9 2HA|7} A3 44 stsy & o] LﬂéEIRiE} vAPoHﬂ ar
FY2AHZMHL-C) E 19 % A, olzHEZZEE A(Apo A2 D Apo AID) Y #H4d F&Eo
AR Ay o] 9ok, A A=, AEH oS 9 AlYEo] F-C, LDL-C ¥ EfolZ2A
of wl#dlA Wstal, HDL-Co] <ol wbdsiA wWehs 43 Th.
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ZAE] AA W &= d5T 5 Adrk. &3 vide] dF 0.02509] AWSEAA JEF #H9-E Ao E
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2 AFglo] Foe ok 0,149 o|2AEE zt=tl. o E So], ¥3l[Lindahl et al., "Characterization of

Fluids from the Stomach and proximal Jejunum in Men and Women", Pharm. Res., 14(4): 4970502(1997)]=
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dolE gt A AX olsle 2Ho) wrh & AW AFL nY met, FneolEd Y wE

8. T& A =33 AHHE FHEYOE ZAHE

2wy gugolE, ugAsAE AnIBYolEx o dANIAEE, aXEF, nFULHEEST, AFEH
A3 e A AHE ARsted G883 15 ol sRHES AU, B E, niEAEAE #Hw
EHe|E 2EC] A7 SFFEH A FoAd 5 Aok ol F3HEC] o2+ ZEE EE G CoA 3
HEA gAA @ FaGFAE 5 F Jdo}, ofE=2H A E AL ofyrth. FaFSGAY] dEZE o]wA
(diuretic)("water pill"), ®lE} kA, &z} XpdAl, Ldop-wel A, g Z JAA, IS A Hdg
BA(ACE) AA, Zg Ad DA, XA A A (Q]eE A dal-2-&A AdFdA|, A=

olE®M A= A2 ol

2B = NG CoA SHAEA JAAS dEe 2Zup2eel; Zehub2 el Alupub el B2 ~EE; ok
Zut~g - (219 (Lipitor)(FEE)) 2 & 6-[2-(AE-F&-1-) g ]9 e-2-& L o]e] FEA(n]=
53] Al 4,647,576 30 MAE Ol AF): EFuAERE (H 23 (Lescol) (F3E1)): EFAELEE (=2 XU-
62-320); LR WwFE FEA] HetE FAA(SAES S E W0 86/03488 <ol 7HAIE o] Sl5); #ukx
ge 9 & gidoielslo| =5 A FHAFH 53] Al 4912264 Fofl JHAIE o] A); (Searle)] SC-
45355(3-* 3kl AE2AF Fr=A]); tho]FRZZoAE o] E; W R g E S ojnthE FAMA(FAES S/ H
WO 86/07054 Tofl AAIE] 9&); 3-FHEA-2-3lo| EE2A-Z 2 A4 FEA(ZE~ EF A 2,506,393 &
of AN de); 2,328y M=, F 2 Aoled FEA(RH 55 H9HT A 0221025 ol A H
o ) WEREEgEY] Yz FAA (v 53 Al 4,686,237 S0l MAIE ) SERSlo|ER2yrd
A5 o], M= 538 Al 4,499,289 5o JfAlE o] l&= 3hetE); wiHEde] AE FARA (Zrk2erd) (o
S B9, Y 53 EYWE A 0,142,146 A2 o JMAIEY Qe FEE); X2 FFEE; 2 o2 MG
T Jdo, o522 A= AL ofyr),

[©)
~1—
"tERgs'E gAY A5)E ' T Ao,

B. XA E
2 e guyelE, v AE HxgBelE, Ax 9 1% oo HW AAIAE TIEE 2AHE
S AFsrt. 1W ASHAE v sl B elE, utEA s AE AxdBgolES] AW, YA Aol
FZrEAY o9t 2gEY. HWAH MAHISAE UxdA FJBHoE YAt AW EFHo R FAEAY X
StE | v B olE QA i axA|e) EgHow meEXE gong B 53] fEditt. Y
o2 F4d A A AW s 22 Exx twrt gl
dyge ek gy olE, uigAsiAle dAxdBgelE, 1F ol HIEA AYdHoz FErtset
H31E, ¥5o2 FAZAN AFHE AS A 2 2AHES T, 2AEL °F
== 1=
=

Edo A ALEE "IEHo|Eehe &ole Edd sAE WA &3 o] wHaElt FEA, o
Ay Bl EE ou|gtt. dFedByolEx dHYolE etEolal, o]9e o 2E vzt BHolE, HF
ZHYO|E, uoUs]Heo|E, Ao]ZRIHolE, ZewdboE, FRIHcE, FRIBEN, JE
dugelE, AdH=Ed, YzdHyolE, wyHyolE, wmUIHYE, AFHYOE, HIEIHE
ol dvk(vl= 53] Al 6,384,062 5 Fx)

gty o2 FrgelEx nFHLHETS, 3H AEF, 1AL EF, A% 28 ¢ dxIdAY (5T
W Ag F4Ss XTI 2 e 2 A ol AMgET. HxedHEolEE T N F e T
of EglgglAgtel = ofs foEe Agde] Ads dists A 5ET. dHHC|EE T2 VT
S Hzeted fgettta FAEol Jdr(wE 38 Al 4,250,191 ). HHOEE A xAA ) AEH
o F AMEHE Ve Aol AHRE 5 Atk
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Edo AlgEE "dHyHYolE'Y £ HwndHYoE(2-[4-4-F22NZA)ASA]]-2-E-Z 25
AF, 1-dgo el o] ~F) wE o]o 98 om]dlit},

A BgelEx ga) fofd FA o] glow, T Foke] swvbd os) A
Ef Aol =AY fAF )9 &S UEEd AMREHT. GAEHAE, dxdBgelEE S7kE LDL-C,
AA-C, ETZAgto]l= L Apo-BE #AA7IW HIL-CE F7HA7th. GBS w3 BEARA A5 o
o olo] wl nFFARIZ, A FHALE ASEWALIL) S F7HE ol o3 5E4¥= dds A=
shdl AR T

o
1>
)
®
o
rir
i)
2
olN

r_{

Al meolEo] A1 710 e gkl oA BHeA WA ghskrh. HwTHEA, A n o]
F4 oAEd, Edesddels F4E o R AVNA(E, LIS o5 g
ASgozs 9Y EdIYAee=g Wi 1 WEE VDL AAE e dwsn
dolEt Ed 8ite] aMES FANYORA T y :

Boe] v A dwslneelEe] A YAl SEL FA g #4 A Fol AAR BEH HTE
24 249 5 gt a9y, devpdelEr oy & Frut. A%d FuAels T
2 WAEAE AwdndolE(F, EUn(ER4E))) B TP of 604F AT Foldte], & o F
2 smdneEd 9 ole FRETRuelE Foo] ehgor], od et WHE Fo wdzr

(http://www.rxlist.com/cgi/generic3/fenofibrate_cp.htm Z=).

] AT Folold, dwsndol st B4 tAHEA, Awvlnaye] o seelde 98 %y shsRad
s AenudoEr 84 FAH BANA @btk swdnage F 2RTEMY g8 o
o Fol wjaHET, agel Wwvlnege stud WA NzselsE TR BAHT, olol4
gk Bojsol g ol MURTHd).

ol

td do :L

SudolEe] e W hgsAle] Mue Fashd wov, BAst: AT 4ds] A FUAE ¥
of aFEL. wehd, B wge vhegid wpdoels, wgAslt dwvnels, 2yEo] Axd £
Aths e =9 WAR Aol

1% olge] W ergsAlel Age] B wHeM A8 + Ark. ¥ wyeld A8 5 U9t F8% wd
FYARE BAR f71 L o) s RFATE Yot olo] FYHAL gk, oldF LIANE o
& FEA, ARAZ HYBAE oley, ole

o
gelar], A9 YHE L AWDHAL TFEY. wW
_]
[}

)
ne)
]
oX,
B
Ll
[
o
o
)

2oyl ww ergshAel EHQ) ol olmwusA MUARRa(Ad dolTraeany A7),
SolES Az AR, EevoldsSYE, JEF 998 AdolE, tolSUMESAUE, A,
A, AR (ZaTE e BAER, 7 ophAlol, TAXHE, B 0E, Aoy, Wzday 2
2o, 2 2eoldolE, FUAE RiwidoldolE, AEXdclY 4, MEraZE §5 942, &

ZHlg ol ~H, FESAdEd 42 dHZ(dE o, ntaEE dHZ, 409 AErI RS 1000), Eal
SAl g HaH el fRAl, ESAER A=ug ik o ~E(dE B, FHHoE YTt
Ed(Tweens, T543%E), odd EQ 20(5543E) 2 EQ 80(5FFE)ICI =#AdeE Avz=
(Speciality Chemicals)); Zg|ol€#d | F (& £, 7FH 2 (Carbowaxs) 3550(5 =4 %) 2 934(5 =4
) (FY2 Zhule]=(Union Carbide)), ZE| A€ 2ol olE, Z2o|=A A& tho]|FAlol=, ¥~
HAolE, FHEAMYAERZA, L, JIEAMEAER 2 YEF, WHAER A, So|EFAdYdER 2, 3
ojxgWlRz~ xayolE, HAY AERA wavld EFHE AEAE, Eftoldrhgolyl, Eejuteld
AZ(PVA), ogdl SAlol= 9 X &F AHF =5 zhe= 4-(1,1,3, 3-HEgHE R E)-d= TFA (S At
%, o2 9 EFELREZAN FAE, EFAH(AE 591, %E%"“‘(Pluromcs) F68(s=743%) 3 F108
(5543%), A SAlel= @z Sxjol=e] BE FHAY ZEAN (A E aoi, HE=ZY
(Tetronic) 908(G573E), EFAY 908(THFZIZA A= 3l t“], q]%%ﬂ‘#o]o}f’]oﬂ 239 SAbo]
= olddll SAtol=eo] FapARl HIbel o3 fFEE 4844 EF FFHABASF $EE FxgolAd
(Wyandotte Corporation, wAEF FEZAIFY AA)); HEZY 1508(5 523, T-1508, (BASF $+%=Ep XY
o]ld), &7 ol ZdEHE HIYolES EFE X-200(5F4E, & N st~ (Rohm and Haas)); FIAEX
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zglolg o] E B FA R tholayolyo]EQ Z3HES]l ARUER~(Crodestas) F-110(5 5743, AR A5
X JE]=(Croda Inc.)); =A0lin)-10G(TFFE) Ev AWSGA 10-6(eF43%) (& A Z2(0lin
Chemicals, FWEAET 2GFIE LA RA FAE p-ofolbedASAZY-(SYAE): ARv2E2 SL-
40(554%, A29 d3EHo)A); D CyHyCHy(CON(CHy)~CH,y (CHOH) . (CH,0H) 91 SA9OHCO(o] 2~ ExRE I T x|
o] A (Eastman Kodak Co.)); HZb=Y-N-w€IF7tutol=; n-tld B-D-FF I eAte]=; n-dld B-D-2
EveheAtol = n-mdld B-D-FFAIFeALl S n-mdld B-D-REACIE; e d-N-vE FFTv}o]
= n-fe B-D-EF Ay etAtel =) e B-D-E eI F IS n-F Y B-D-El L FF AR e
A-N-wdZF7 o] =5 n-ed B-D-SF I eheAitol = S N-rd S F7tuto| =) -5 B-D-2F2
defieatol=; S8 B-D-EeFRmdelnAto]=; PEG-SIAH, PEG-FH2HE, PECEHHE F5A
PEC-wlolBb¥l A, PEG-WbolE}Rl E, 242y, niold == B wlold opAlHo|E9] oo FF A 5ol

)

dad we, B o] ymgiak gueelE, nigAd dAevBolE, 2L dAE FAR AAskE

Az FEA, AFEA, BAAstls, AFE:, WUIE, A4
Jmol e gstAl, Feln-EsdE, GEY AeUF FReels, ol
24, EefuteldelvtiE, Zelnal, Felidreadeels Eetolidenyn
Had g Eetol i Qo At uy B Evto] S(DIUB) ¥ %
celu ot ol e WEAY o= tholulE Aol =7} glont olo] @R AE it

q aBARE Foled AW, ¥R, TAEF D 4% SR AFE, Ay 2
m Edolug

© g nzelels, mmyl WY tolsol =AY Ry FEelol= wi peviels, 4
Edtolol g iy ZEebolm, v tolrg so|mBAY ghuy FRebolt Hi mEvhol=, Cyy o

Z2dtol=, Effolfddny detol=, dZ-Edfolvddry o % toldd-telmddry <, #@ed
Egtolvd <Ry FRefol=, o FAst doin|mdAtio| AR E 9 H/Ex o543 Egfo|dy o
R, tholg il teld ARy FRuel=, N-tholdidtielvd Ry FRutel=, N-gHEZd ATt
ojmguld gy, FRelolt Fdlo]=fpolE N-UZA(Cp)thelE 1-uZevd ¢ny F2efol= 9
ZodctelWEwmd dryE FReto|=, to|dd wiAd duy FR2eol=, #fe-d Edovd duyF F
Zofol= 4ZWA WY dny FEdlol=, 47 WA tolnd dRF BEulol= | Cy, Cs Cp Edtoldd
Ury HIFvlol= LHAwld Efteldd Ry FRojr|o, EE-tho|ddttolvEd Ry FRol=
(DADVAC), tholwld <=y FRefol=, dAvto|E IR Td2zvel=, Edto]Md WY drg 2o
=, HAEgoWEdRyE HEnlols Lda Effolddetiy HEulols gEZUAEZHESEE H
Rulol= | WY Eglo|Sedny FRao|=(ALIQUAT 336, A+3), POLYQUAT 10(3 %), HEZHHSREE B
2upol= wld EgpdetEyg HEulol= di A AH(AE 5o, AR A4 oxH), wixdIw =
2efol=, ~Hol2dFE FREo|E SFE(AE 5o, zHolHEZ Ry FReo|= Y thol-2HolHT)

S z|

oy FERetel=), MY T HEvnolt EE FREE, 43 ZESAdEELeT e defol= o,
MIRAPOL(Z¥) 2 AIKAQUACE®)(Z7HE AnZ Zruby(Alkaril Chemical Company)), <4Z Its 4
obdl, ozt &Zolnl, tholdZoelnl, GAlEelnl, EFdEAEolyl, N N-tho]&Zojn| =] oz H o]
E g vfeold dgd, oyl of, oA g9-d ofgl ofAE o] E, 2HolH olnl ofMHo|E, 4T TE ¢
! dojutEelg 9 R oWl SAlo]l=; ofute|l= ol Fy d; HAS 43 ofaHolntol=; w”sl 4%}
A, oAl EEl(vhelgdttelvddry FEetol=] Bl EE-[N-wE nlold dEty FRgel=]; ¥
Fol& Frol= 7} lrt.

ol# 3t ol FW <okA3A L T} F83 o] T <k IA e o= #3[J. Cross and E. Singer,

Cationic Surfactants: Analytical and Biological Evaluation(Marcel Dekker, 1994)]; [P. and D.
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Rubingh(Editor), Cationic Surfactants: Pyysical Chemistry(Marcel Dekker, 1991)]; 2 [J. Richmond,
Cationic Surfactants: Organic Chemistry(Marcel Dekker, 1990)]el] 7§A] = o] <l

MEEY BT st ele MFTY SEE, Y Mxgay FRelels, Auk TR, TAEE
S, S2F HTE, BRE FFE, FolL HV1EH TR, 43} ol e, Mooy ATE, of
del SEAYRE AT SRS ATE, 24 4R ATE, 4 G2

(1) RUA Ry & o= A CHel oA

(i) Ry WA Ry 5 37t CHzol ALt

(iii) Ry WA Ry = 3707} CHzol AW

(iv) & R WA R7} CHzol ALt

(v) Ry A Ry & 2707F CHzol 3L, Ry WA Ry & shub7F CH:CH.01 32, Ry WA Ry § shub7t &b 7 o] ¢4
oA

(vi) Ry 1Al Ry & 2707F CHsolaL, Ry WA Ry & shu7F CellsCH,o] a2, Ry WAl Ry & 3hub7h ©ag 9 o] o] &
2 ol A

(vii) Ry A Ry = 2707F CHzolaz, Ry A Ry & 37} Colls(CHy) (1 71914, n 1 Z3o]th) o] At

(viii) Ry WA Ry & 2707} CHzolat, Ry WA Ry & 37} CallsCH0l 32, Ry A Ry 5 Sh7E 18 ©]/9] 3]
2925 2oL

(ix) Ry LHX] Ry = 27H7} CHsol—ﬂ, R LHX] Ry = 3]"/}7} C6H5CH20117 R LHX] 4 = 0}]/}7} 1% O]}‘}/] %E 71
EdeA

WA Ry T 2707F CHzelaz, Ry WAl Ry & abub7k GllsCHyol a2, Ry Al Ry & 8hub7h 15 o] o] 3+ o
AL

(xi) Ry A Ry & 2707k CHzol a2, Ry MIA] Ry & 37t #lld agjol Ay, T+

o

~

x) R

i

o v
= X%

ol

i)

(xii) R A Ry & 2707k ClzelaL, Ry WAl Ry & 2707F & @ APgs ol
olf g set=2 WAdIay Smetol=, Hl=dEgw SRdel=, AEdYHy SRdol=, HAELde| g
gRdels, gfaday SR, AESIE SRge|E, AEde|Ly HREuels AEdo|y 7

[
o=, Aol So|EREFeetol=,
ZRY=(AEFE-5), B telvd ogduld o
Eiﬁ—lS FEgolE, tholv| =

Heloldl ZF2eto]=(HHF-15), Tho|LHoolHto| g

RE FRdol=(HAEFE-14), AEF-22, AHF-26,
g FdR2dlols A AHC Flolmz IR dlo|l

OﬂEJ% 25 POE(3) &Y HZE EX2HolE

2 il E, zYolEdIiy E2gols, v H=Enl

F ZERg)=, HEEFHRE EEM olg@ltto]obrl thol

HEE%EEME o=

B oo o

Hrt

L nr
o

(M

K
D

' o

=

e L
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m o o
lnl%
EoR
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IENEE
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XN ul
m 2 ow
£ol
gﬁw
s

ne
Wmmﬂ

fr
=}
©
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B oune) AAgel A, ¥ uHe mFgAd 1% olge] EW o L
upoebyl EE 11dow11mn%uw+@£%pw1ﬁ@¢;wio@ﬂm1w wowyel e

NN, B APl wFAF 1% o YT AAPL AT A7l AN vt e
Fo EW QgEAlelth mhutom, B owmel ® g AAGHelA, ¥ unel v 1F ol

;
o,
=31
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EA A A= USFDAY 2]3] GRAS("URFA 0 2 SafezA] QAE" ) ZA BERFEE ¢lojo] A Ro|t),

¥oage] uigAe B A RE stolZRHE s EAAHOE YEFDOSS), EF2~+=(Plasdone)
S630(557d3k, vteld dEgE 9 vlold ofAElo]EQ] loje] FF3HA(60:409] HE)), stol=FAZE Y
AZ2 2 SLHPC-SL), YEF Z9-d AHo]E(SLS) 2 o592 AFe] XY o]d 4+ Le=vh. #
W oot stAle] 53] nigZ e A solmmwlz s 9l DOSS; ZEhaE S630(5EA4E) 2 DOSS; HPC-SL
DOSS; % slol=@E 2 DOSS B SLSe] Agtolu} ojo IAHAE e

o2 ggrtsstn /A Fall Eokddl A" Ve o8] A" 4 k. olEgh
ok & FAE ofed FAolar nl= k& 3| (American Pharmaceutical Association)
= 9F8lAL(The Pharmaceutical Society of Great Britain)oll o]8] &7l%, EdoA Fxz2A E5HE3 <
= ¥ [ Handbook of Pharmaceutical Excipients]ol 7§A1E o] A

oLl

oo N H K
o A R

el wis oFst e B 1F ol A9A, A, &8Al, A, A, FojAl, BESA,
< hin s = B

T vk olEd F @Al Fel okl & H o

s, gES FeE 3 udd dEol da AdAe] d=

= "\:__:
AgRze, od) obH]A(Avicel) PHIOI(E=43E) % opH| 4l

el , A
PHI02(5E24 %), mA2AA4 AZS2~ 2 13 nA 44 A2 & ~(ProSolv SMCC(AHE))7F 9
dEd B fErteAd FEEe AYS LEgetE AT AR E FRojuA A E tho]SAlel =,
oAAd o= (Aerosil) 200(5FAFE), &4, XEol=24, vlaulg 2ol olE, Zg AEolHolE 2
A7} Aol g},
ZAnAY  dEE gy HA FE ¥ AuA, gAY Farxs, JAdydE, UEF A,
Aol EEtdol B, ofamiagl W olg&go] k. Fn AR o2 w9 E(Magnasweet, 5EARE,
MAFCOS] A7), W& A A, U vl 5ol dr).

MR W olE] @, shebsto] BB AW AL

4 4, de dgE, ddd v £e 44 3

HESA S o= Z4F
S elsd, A
8 A Wy Esdolmele

Aet sAA = ofstHoR s 8Utse B8 FHA, oA7d mAEA AERA, FdEXA, oV} TE XX
HolE, Algtgtolm W/m= A7) 9o E3ES 3T XA o= AR AERA A
ol Al (Avicel: S2A) PH102; BEA oA SBEX OdydF SEA 452 2 gulE A~ (Phrmatose: 52

7 Ay

AFE) DCL21; o7} Zrgs E2HolE, oAt AFZ# 2 (Emcompress: T=24F); VHIE; AE; £HE; 3

=
. L 2 = Y ARe) =
249 FREIAS LIS

Agd BaAs A AnATE Fuid AEUE, T AR, A4 AR, 55 A%, YEF ARt
Mo, AEsEHE, AR FPadeE GEF ¥ o5 EFES L@

NS ARG i 0S5 AL, A §714% % AudolE Ei wlolstuyoEelth, AYH 4714
e g o), NE=AL, BrEeEAl, WA, Foleal, oblxAl, HAA R 4 % FEaE W 4 A4
EFA. AFH AhRvelE % npolshnylo|EE oE o}, WANEF, UEF wtolstuvolE, wak
F. 2F vholbvelE, shvlg AhRvolE, GEF Fetol4l AulolE, L2l shndelE, % o]
ER T B

~

 YugR sudelE 94 2]
2 e Yx9dx gdrFoelE 4z, vtEASA YAt dx=dBdgolE xE Fista, ol Fatek v
H,oAnd e g2 ZFA43 wyoes 49w o 2000m(Z, 2wm) "WE, <F 1900nm "R, 2F 1800mm
19k, ¢F 1700nm =%k, ¢F 1600nm "]9F, 2k 1500nm w9k, 9k 1400nm V)%F, ¢F 1300nm w9k, oF 1200nm wwt
°F 1100nm W] %F, 2F 1000nm ®]%F, 2F 900nm w9k, <F 800nm W%k, °F 700nm W] %F, 2F 600nm 2| %F, 2F 500nm

d

o
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nld

jud

F 400nm w9k, ©F 300mm w9k, ©F 250nm =]k, <k

ol , 9F 200mm 7wk, °F 150nm w]¥F, 9F 100nm " wF, °F 75
nRk = oF 50mm M) frE Wt A AVE 2

2
=
"ok 2000nm WIRke] f-& Wt YA Z7]"elA, AEdE VHoR 449 o, FHdolE, ulgA sl dxy
B E, A9 50% o]4e] % 9¥E fa Ho uwe A A7), = <F 2000nm, 1900nm, 1800nm ] Tk
5 7S gugtt. vigAsHAlE, FJEYE, v AE Al By olE, 4xke] ok 70%, °F 90% &
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Y=g d=gBdgolE AA AA A 2 9

e

g/kg

B golE

2 100 WA <F 300

BolzrdEZ A, USP

¢F 30 WAl ¢F 50

EFAE A¥F, USP

¢k 0.5 WA 2F 10

FAZ2, NF

oF 100 WA °F 300

28 =98 AHolE, NF

1 WHA < 30

FEA Erdlol=dolE, NF

oF 100 WA <F 300

T3 mAAAY AERS

oF 50 W] F 200

JBRAFXHE, NF

oF 50 WA 2F 200

uladlg 2EolE|o]E, NF

¢ 0.5 WA <5

Uiz HxegdBgolE AA AAY Al 3 o

BE

g/kg

¥ B ol E

oF 200 WA oF 225

SRR RN

e 42 WA oF 46

EFMOlE &F, USP

% 2 WA %6

FIARXA, NF

oF 200 WA <F 225

a8 g Ao, W

oF 12 WA oF 18

FEA Edlo|=go]E | NF
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T3E mAAR dEES

oF 130 WA <F 135

ABRAXHE, NF

oF 112 WA <F 118

ol avlg 2Fol#o]E, NF

oF 0.5 WA < 3

T HeuBaolE AA AR Al 4

BE

g/ke

B olE

oF 119 iR oF 224

stolZ2dEZ 2, USP

R A R

E=FAMOE AF, UP

¢ 2 WA <k 6
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oF 119 W=A] <F 224
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TEE PAAY dEgRs
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oF 112 WA oF 118

vladlg Aot OlE, NF

ok 0.5 WA < 3

FEAY, (111) sfo| R = A

7. 2o HAAFEY A3
B ouge,
At W A=, (i) PEG-

wA 3 HE B} b AL,
EFACE YES,

°JE % 19 £FEE o]Fo|3l TORRE HEHY, PEG-F

AA o] obd, 15 ool & <HgsiAlE X3

TS, 2 e, (a) (i) DyZF F 500mm ®] Tl 3#F 715
& ZHAY, BE (iii) °F 100mm H]¥He] HA JA Z7E 2
7] 4Are] W A= 15 o) W HAsAE X ES
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=438 vlEkdl ErE 28 A EAY, T8 (iv)
3l A3 YHYolE 2AES XE93ir,

olA 3l U Y olE LS EF

(a) 2F 2000nm W]¥re] f& Ho dA 715 ZE JHIY|E T 19 d9 4z H (b) A7
(ii) w= 2FJeFgo] 9ld GRASZA &

oa Mgﬂ
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M-golE Agste]l AAME AASE WA TR, EARTE B4t EHIw(diafiltration) 2
B Fuo] o) Babalel sE s 9ol YHH AL AAT = Ak

4 AA 24Ee) R ddst AU vs 53] A 5,510,118 9] "Y=dAE ek AR =
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12 ox

29 Ax FA"NA ZlEsta sk o3 W vBolE, nigrdet= dAwmvBeolE, A At
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d olAlElolESt Bl FEgEe] WY F5A) 2 0.05%(w/w) DOSSE TAET. AAE 2AEY A =
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[0197]

[0198]

[0199]

[0200]

[0201]

[0202]

[0203]

[0204]

[0205]

3IHSdl 10-2012-0057664

71+ S 8k(Horiba) LA-910 d#olA ®4F 4=} A7) X BEA7IGNEEolYUT o]l &A1 s2lnp QAIAER
W= (Horiba Instruments))& ©]&35to] FAHF UG,

K

2R =3 sllA FHE YegA} He=vBeolE AA

A A FE ¥ AAHSA A= A7)
S 139mm
1 5% 1% sfo]= =zl @~ 2 0.05% DOSS °
o(w/w) }o] QO%<2661m
o+ 233
2 | swlw/w) 1% $630 2 0.05% DOSS % m
90%<355nm

I v, 27k AlA e b S AdE VIRbee v o] AE KA 2) B E(GE 3AAM AHEA
o gt 2ol AE A FolAe Ao AL, 40TeA 307 F2A s Fo Foll Hol= A7 T}
U Sl gle B4 FHE dAF "eldle B 2AES 4 Aow A HJdY. dAdE FAE vE
W FAA Y AR, ol FAIZE AN EdHE st 2ds U] s, &3kt

AlgdlolEd AE AN UxgdAt dAxBdgolE A 1 & 29
A84d A

ksl Adald ANdod #1dsid Adeid #2) 48 d A ded #3
1 S 5187Fs 587
2 HEF &3 58715 ey
* 3

2 A 8TY FFolA Y=da dxdrBdolE AA 1 2 29 IAY AY

A Al 3 1579 254 754
) P 14%m Bt 146mm F: 295mm B[ 1179
90%<289nm 90%<280nm 90%<386nm 90%<2744nm

B 824mn B 927mn FE: 973m HF: 1099mm
90%<1357nm 90%<1476nm 90%<1526nm 90%<1681nm

b8 A=, AA 27 Al EE FAY B A wE ] &uTted QA S YERA ukeh o] A
Al 12 AA 200 Blsf wpEA RS ey

tilo

B Ao HAL HevBolEY vt EAkNS Axd v, A4F AlEdE" AE FA FolA
=z

AF3E)-Mill KDL(AZ9Y: Willy A. Bachofen AG, Maschinenfabrik, Basel, Switzerland) FolA FA
)
[(e]

z
sto X HivBgolEL 4719 AAES £ 40 7]1&3 upel go] A&t
AA 38 55Fe] Hwuo|ZTYolE, 15%%] sfo]l=2A TR HME 2~ SL(HPC-SL) 2 0.015 %] DOSSE
o, AA 55 5509 dHxvHolE, 15%%e] ZgH|<yE2=(PVWP K29/32) E 0.01% %2

DOSSE *Fslg o, AA 6L 553G H v B olE, 15%%] Pluronic(534%) S-630 2 0.015H%

_26_



[0206]

[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

[0214]

ZIHSdl 10-2012-0057664

o] DOSSE * syt

AAE FAHEY A 7372 F@vk(Horiba) LA-910 #HolA gk xR Z7|8E¥ A7) (AxYD: Horiba

Instruments, Irvine, CA)E A}&3le] SA3FA ).

k
N

U=dal HxegBHolE AAY YA
A A & EW oA A ARF= 7
1% HPC-SL & 6%
5 —— b b} nm
0.01% DOSS 90%<2086mm
1% sloj=z2daz A | 3t 412mm
4 554
3 0.01% DOSS 90%<502nm
1% PVP & W 4120
5 5524 ¢ -
0.01% DOSS 90%<9162nm
- o 1% $630 2 37 750mm
o 0.01% DOSS 90%<2184nm
Az A 59 Fat A A717F 2mE E3eE AAY PVP7E D0SSs Al & =B olE B PP

I
o] dAb sEolA H=vH Yol Ed sl vt

W g sA} obd g tehith, e, PPE 17
=, E£0hE TY Al g AsHE A4S
= o

U el dh FEo| PP L/mE dwHeol=

35 dledBgel o g W A RA FEF 5 9L
ojolA, AlAl 4 H 69 HBHE AT AEHNEH BE FA Tl AFSFAT(E 5).

NEANEE AE 7 29 F=qA A=A BAIE AA 3 7 69
44 A

A A A Ageid #1 | deld Aldelg #2 | Asld Alded 43
3 387t =387} ER 87}
4 5875 587hs 87
5 487} 487t £ 87}
6 -4 SuF &3 A

Aske, FY PYRARA StolTEWEs B D0SSE TP AA 471 27 AR 27 AHEESE W
=, 904<5lzm)oln 1 2 Ro] 4F ARUER AR fA FolA $HUSS vEnE g so

2 teha,
29 < =
ofth. o] st wuke] AwAty

s, = .
ol Aldud = A JddA AEdtHer A wjdE =9y

Zoltt,
AAof 3
2 AAde B4 ulgAst &Y FolA AWIAHAI] SLSY EAl e FA dhol slejlrzzdlz o~ 9
DOSSE 23ste uhA e Yzl degB By olE 2dE ~xye] Byl 2de AFAES Hrbste
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ZIHSdl 10-2012-0057664

ol At
[0215] Yz dmslo] o] Ee] ~xgo] sty wHel 279 HaPeEe AR s S4En, 1 2AE
st7]1 & 6 YERUSITE.
Z6
284 P Lkls okls
GE  FIARE 1:0.6 1:1
stolz Wz ~ : DOSS 1:0.2 -
o] @wl & 2 ¢ DOSSHSLS - 1:0.3
A 244
DI &
33 7 (nm) 390 182
D0 418 260
%<1000mm 95.9 100.0
A Aldafd #2
4 (nm) 258 193
D90(nm) 374 276
%<1000mm 99.7 100.0
Aad Adofd #3
3 (nm) 287 225
D90(nm) 430 315
%<1000mm 99.6 100.0
[0216]
[0217] A sfolzEME A~ DOSS B SLSE Zte #HE duE Eatde g9d AEads YERE S gt
[0218] A 4
[0219] Ao BAe A 33 Hlargte] B e FFE] DOSS B SLSE EFete Yw§iA HwdH ol E
of ~xgo] Byste Ee ARAANS AdstE AelAnt. 1 AdE sy ' 7ol AAE Q)
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[0220]

[0221]

[0222]
[0223]

[0224]

[0225]

[0226]

ZIHSdl 10-2012-0057664

F7
224 ¥y ks
oFE : FZEA 1:1
olzzwE 2~ 1 SLSHDOSS 1:0.45
A&
DI <
37 (nm) 196
D90 280
%<1000nm 100
HEd AEed #2
3 (nm) 222
D90(mm) 306
%<1000nm 100
Aad AEed 43
1 (m) 258
D90 (nm) 362
%<1000nm 100

AlEYolER AE fA4 ToA ZE AdE 2AEd o8 Hdd AQEAgo] #5H AT

AN 5
2 AA e BEAe Ydwdal dwBgolE A AAE Axsh= Ao,

o

goll AN BEAL st thS, Y4 LMZ2 W@ D(Netzsch LMZ2 Media Mill) 9] &3&2S v}

x P 13 %H)) 500m 28 a8 AF&3Fe] 1.0+£0.2LPMS] -S4 2 3000+ 100 RPME]
&g e a299dY W (Grinding Chamber) = “‘fﬂﬂoiﬁﬁ Hrg B olE gzt LAk S
Att. ZgwHF LA-910 oA Atgk A 7| EE BV (A ZY: Horiba Instruments, Irvine, CA)E
A FwlHeolE Akl (NCD) ) Fit WA A7) 169m o]l ATt

2 N g
ox
2]
1 of
S
(e}
=

wé
oﬁ RS
SO R )

k
Qo

YA dxgrgolE #itd
H =B YolE 300g/kg
o]l T2 @R A USP(Pharmacoat (5Z4E) 603) 60g/kg
ZRAHOIE EH, USP 0.75g/kg
A5 639.25¢/kg

oloj A, tmial HAwIugolE RS &7] F 9o AAE FrhHd AREFH EFFoH FHsE T
FE FAN(GD) & AlFs .
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[0227]

[0228]

[0229]

[0230]

[0231]

[0232]

ZIHSd 10-2012-0057664

izt HiesBgolE 3y FFE 4D
Uizl HraBgolE ity 1833.2¢g
Sz, NF 550.0g
YEF 28 AFE, NF 38.5¢
EFAOIE WYEF, USP/EP 9.6g
A A4 723.2¢g

B YolE GFDE FEXA Ad43tE(500g) Aoz Axgoelste] s17] F 1004 EA-E IvgH=E F-Y3}
ARy g HE-1 FAZ A 2~8(Vector Multi-1 Fluid Bed System)& A}g3to] ~Z#o] Zyste =
(SGHE ¥Asksit).

ALK&
J b

2

F 10
FAHE Al=g ghepoeE
Y Fex 70+ 10C
7/ AR E 7% 37+ 5T
7159 30f 20 CFM
22X g &5 15+ 10g/%&

Yeda degBgolEe] AGE ~xdgo] sty FHA(SGH7E 3F7] & 1190 71 A= 9

#* 11
Yxeda B dolEe 2xgo] AHstd FHA
H =3B o] E NCD 1833.2g
FIE2, NF 550.0g
UEH Zed dolE, N 38.5g
E=#A0)E 1}=&, USP/EP 9.6g
HEX dFHE, NF 500g

pud

press)E AR&Ste] YAl Hed B olE SGIE AAstsgitt. 747kl A= 160mge] v Bl ES
zhev, AAEE AA AAE 871 1 120] AAEH A

olo}Al, 0.700<0.300°] @3k FF gl s JPAEY HWAE zke et AAl T ~(Kilian tablet
7
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[0233]

[0234]

[0235]

[0236]

[0237]

[0238]
[0239]
[0240]

[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

ZIHSdl 10-2012-0057664

* 12

Y=gzt dxevBgolE A A A

Yy dresBdolE Axdo] Fysty 2744|511, 0mg
T WAEAR dAERA 95.0mg
ARAFHE, NF 83.0mg
utavlg 2HoldolE, NF 1.0mg

AN 6
2 Ao HH2 HAAld 594 AzE Ux=dx dAxaBgelE GA| AAe] A o] EE #t AF &
2 FHriste Aot

AT AA

18709] AFegel s T gel 37k WAe) wA AAQTE Ak, 3744 AdE 37 A UA
c2 PR

A2l Ar 52 FEHstd A Fold 160mge] Yi=dAt dAlxF B o] E GAl;
Ael B wA AH
Al C AR AH A
"AAM AH" el 30% AW-400Kcal A AoEm ;A AHA" AEE 506 X-1000Kcal EA
el AgelA Fof Atole] 7)zke 109 el3itt.

é—rzl:

T 12 Al A, A B B A Coll el 120417F¢] 713tel] tigh Sebant ey B Eqt TR (S, =7
BEA F(ug/m))S HERT k25 $U3 HxvBEqt 22akels yYehlARE 1204]3E9] 7] 7o) et
B 244 3ke] 7]k didk Aol

stol A Fol ¥ 160mge] LA A elolE Al 2

Sholl A Folwl 200mge] vH3}¥ (micronized) HE(EYFA(TEAE))

a2 st A T Uxda dedBgelE AAE /PEAE 7 & A =By oE FEE e
ARG, EHAE A7FA Ae BT gEFdos Fds z2ads At olydt Axi= WA ol
AA Fastth. AA, d=gA dedBdolE AT T vAAA dAwedBgolE e Hrf e &
Foll A mapAolrt: 160mg o) 200mg. FApo Al AT A FoAHER AGFo] P FAfo A Fold A
o0& R,
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[0247]

[0248]

[0249]

[0250]

[0251]

ZIHSdl 10-2012-0057664

F 13

FFeH sEv e (Fd, EEHERF, CV%)

g A A& B A C

¥ #=139.41 W 7=138.55 ] 1#=142.96
AUC(ug/me- h) SD=45.04 SD=41.53 SD=51.28

CV%=32% CV%=30% CV%=36%

% =8.30 o 7=7.88 W 7=7.08
Crax(p2g/me) SD=1.37 SD=1.74 SD=1.72

CV%=17% CV%=22% CV%=24%

FEH sehlEE AR g dAnsndels gAsk 4A dd 0 F4 JHE Fo¥e A F
A opzagd Qoldel Aolt gl AAe GFVTHFE: AC 2HA; 34 AHel Fold 8% Feje] o
SAE 130.4108/mi7h R A Fell ] Folwl §F Fehol AL 138.55ue/ni%h). EAZ, volE:
wqia AwmsudolE AL A dH o 34 FUR ot A% o %#%E 1 slol <l Aol
= 29 R %

= Mg/mié) uhebA LPL 12} o e 5
% e A= = =R e R )

o A el o8] GEE A YL SNAGE ZYEE Efact

A3 Ad o 24 g Feld 39 deqd AwvluolE £ Fejo YA FEA

E 1302 RE| Ho]ElE Agste] g2 AEdAY] dxgal dedBgelE GAlo] Fo7F AFH ‘el A
L}LO‘x} HegBgoelE GAo] Foo s 4 slel=gkledl upet A=Y FE4AAE AAE ATt

F 13o2RE HAd dole 90% AN FHCHF FA 7] F 1ol AA O] ek, w= A E o] ekare]
Zhol=ghlatel Al 271 9] ABAdE He WU AUIC 2 G =0kl ik 90% CI7F 0.80 WA 1.25%0 2% AET

4 ¥54L ol a7 E el AAE Hsk go] vhegla Ansneols MH/F4 ol sl 904

CI H]E AUCO] ti3AE= 0.952 @ 1.043¢]3 (0 th3lA= 0.858:1.031¢]t}.

¥ 14
Yxgdx dedBgolE A IFF o Y=g dAx=drdgolE AA F2]
el BASAA
Log ¥ dHlolg A9
CI 90%
Uiedzl HieuBgolE
139
‘ A 160mg HFF .
AUC(ug/mé- h) SEE ﬂliﬂﬁaﬂo]gmg 0.952:1.043
A 160mg 2] AE
JedA Awvndoe
A 160mg HFF 788
S mg .
Cmax(ﬂg/lllf,) L]‘iodxl’ Sf‘“k;:\_l—]ﬂiﬂ O]E 2 08581031
AA 160mg T2 AH) '
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[0252]

[0253]

[0254]

[0255]

[0256]

[0257]

ZIHSdl 10-2012-0057664

Wb, 4 hel=elel ubeh 34 Abejel A

EASAE B Rl g BErA

=2
£
o
BN
ox
g
& Lo,
—m
Ji
)
T
e
o>
=
=2
2
>
o
=2
o3
2,
=
ol
PN
ox,
U
_2
_l
&
=2
=
o,
>~

H&ol, 3171 3% 159149 dlolelZ veld nie} o] M gAY 160mg Y=dA dAlxa B olE GA
o] Fod= AF deElelA 200mge] Fl wMAAA AxdBYolE HE(RTICOR(SEFFE))S] Foo tia AE
st TEAS olErk. olAL 2719 Ao thdk CI 90%7} AUC 2 Cmax =vhell thal 0.80 WA 1.259] H$
o|7] uwjiEo]t}.

#* 15

U=}t 160mg =B #HolE A HFF ) vAZAA 200mg

A= Reols A&(EA(FZAR)) HFF) Hpold 554
EERCEE ISR
CI 90%

YAl 160mg ¥ =3 B g
o|E A A HFF

ol 24 200mg ¥=dEH
OlE A&(EYIZ(FEAH143
X)) HFF

AUC(g/ml.h) 139 [0.936:1.026

Yx=da 160m = =3 B g )
Cmax (zg/me) o|E HA| HFF 7.88 [1.020:1.226
oA ZA 200mg ¥ =¥ B.g
o|lE He(EYI(FTHZ7.08
X)) HFF

HATAow, a7 & 169 dolEolA & 5 = kel o], 160mg Y=Y At Awmd B olE JAE 54 4
Bfell A fFoldh= 212 200mg &7de] MAlAA vl E Aa(EA(eHEE))S AT el Fo
ot A 4 TS5l obHtk. ol F Aol tigk CI 90%7F AUC  Cyoll thall 0.80 WA 1.259

QA 160ng A= B0l E AA(Z2) o AARAA 200mg
Aws)eolE AE(Ee) Z(SEHE)) RS |-y o7 254
Za-agd | Holge
Cl 90%

Uxdx 160mg I3 E2
GOl E AA(F4])

wAZEA 200mg FHx=dH
HolE Aa(ElR(5E(143
%)) HFF

AUC(ug/mé.h) 139 ]0.939:1.030

[e}] 1.
Cmax (ug/mt) ;iﬁ;_x% ﬂﬁg"g)ﬂ]*mi&so 1.084:1.304
o AZAA 200mg H =B
HolE A& (EdA(SEH(7.08
A ¥)) HFF

e Fagd, tudd Awsneels Fol Feist 493 o 2 ofE FHE e
AL usy] Mol vhega Awsndels Fof Fuest FHH vAAA A E %o 3
(A, EAa(5 S H)F BEAA FTYA) A=, ol G
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[0258]

[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

ZIHSdl 10-2012-0057664

AN 7

2 AAdel HH2 7] Ao 5o 7ed viel o] AxE yUxA dxdB2dgolE HAA AAE AT
= Aolst.

371 & 1795 Yx=dAt dxedBgolE Al AAE AFsted AFEEE YA} dHmyHo]E EAb
o] EAIF 3

* 17

Yxdzt devBee]E Ak
HrdBgole 194.0g/kg
Slojx A2 A, USI’(ﬂU}iE(Pharmacoat(%*38 81a/k
S4HE)) 603) OIBKE
EFA o] E(Docusate) =&, USP 0.485g/kg
FAE &, USP, EP 572.7g/ke
FH2A, NF 194.0g/ke

A A %F%(1000.0

F Aol AAE B AHgse] ATk Mong sl A uaolE A % ddng sl A
YA AwvlpdolE BANS FAEx, EFACIE BEF D UEF d¢d Adol =% 2gste] 7y
..

A ByelE GFDE HEZ AdF3tEd 4 FA-5 A400H dy-1 §4 5 AlZ="(Vector Multi-1
Fluid Bed System)ollAl A &sta AxzAIHT. AAHE 5 Fystd T3HA(spray granulated intermediate;
SGDE & Z(cone mill)S Z3) AHeldt & (1) Hl(bin) EAGINA F3e vAZEA AEZ A U FZ 23|
=(crospovidone) & 37 Agsta (2) R E@GolA w1l 2Eolgo]E 34 Aok, A &

< 34 AAl(tablet) ZHlz=olx FASE & W FEE AMEst] 7= (Opadry, T573) AB= 1”3
=
FE 18S 145mg W=y HHolE AAo 2AE AFEiL, X 19 48mg W=y HYo|E HA S AL A
1=
# 18
145mg Y=42 FmF 1ol E HA A A
A g/kg
A= BaolE 222.54
solz2dz A P 44.506
EFAOIE Y=g, USP 4,4378
FIRXE, NF 222.54
YEFS¢E duolE, NF 15.585
gE2 d58E, NF 202.62
T WA AERA 132.03
ARAIHE, NF 115.89
vl g 2FHotgH o] E, NF 1.3936
o =2 0Y-28920 38.462
A A ZF%1000.0
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[0267]

[0268]

[0269]

[0270]

[0271]

[0272]
[0273]
[0274]
[0275]

[0276]

ZIHSd 10-2012-0057664

# 19
48mg Y= dA Hxd B olE AA AR
A g/ke

HArgugol= 221.05
o]z am @ USP 44.209
EFACE YyEF, USP 4.,4082
322, NF 221.05
UEF &4 duo)E, NF 15.481
RE2 J5EE, N 201.27
e mAEAY AERA 131.14
AZ2FHE, W 115.12
uladl g 2ol o] E, NF 1.3843
L9 =g 0Y-28920 44,890

A A F%1000.0

AN 8
B Ao EHe B ouhgo]| ulE Uizl 146mg H| I HYolE Fof e &S A W S U
wete &8 vd Fo dlxdBgoelEe B4 uNZEAAY FH(EA(TEER)) ol At

AgEE g8 AL 0.02500) ANDAA HEF B9Y AW ES ot £ holAT. gl
AR BFFTAR FPPa, AFES 123 dhET. W Eol=H(AE S 3] 22 stelA A}
_Q_t‘sul:]—;

o S

AZE sh7] & 200 RATk, xe 12709 JFeldt MZel tis] 5, 10, 20 2 304 1A Fo e §3iw
F(%), B HF%) P FFE A A2HE e,
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[0277]

[0278]

[0279]

[0280]

[0281]

ZIHSdl 10-2012-0057664

F 20
Uz B olE 145mg FA S &3 T2y

AE BE 5% 108 20% 30+
1 36.1 80.9 101.7 103.6

2 73.4 100.5 100.1 101.8

3 44.0 85.6 100.0 101.4

4 41.0 96.1 102.3 102.5

5 58.7 92.9 103.4 103.5

6 51.9 97.8 102.6 103.4

7 28.6 66.9 99.3 100.4

8 44.7 97.4 - 98.8 99.3

9 30.1 76.9 97.0 98.0

10 33.6 76.8 101.8 103.5

11 23.5 52.6 95.8 104.0

12 34.6 66.9 102.8 102.2
BT (%) 41.7 82.6 100.5 102.0
EEHRH (%) 14.1 15.2 2.4 1.9

AA o] EES zte Ay HYolE ofst AR WU o A My It u= E3] Al 6,277,405 &
Ar Bl = ¥ HS ZarA ol nAAA 160mg
AL 71Ast Aep(AA S 2, AH 8 U

=
hl
ol ezt 5ol A 10%, 10304 20%, 20+=clAl 50%, 3034

golE o] e

ol Bore] SAAN AL B we) ole] wi Wi Wolupd w B wne] w0 zgEel
e WA 2 wgel Wua glolth. webd, ¥ owwe ¥ owwe] Wy 2 wde] Yol wel 2L o F
el W9 el Qi @ o5 EBFES o=
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5]
EH]

10 ~o-160 mg I H 24!
= ¥ ~160mg A HFF
E 8-

o
=2
LH ~&-200 mg LFF
5
a1
<
vl
i
=
H
=
.Y- ¥ "—%_“ T E
0 12 24 36 48 60 72 84 96 108 120
AI2H (h)
EE2
10 ~e-160 mg SN 52

-x160 mg & Xl HFF

-2-200 mg LFF

5

T
8

T T T

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
A2t (h)

_37_



	문서
	서지사항
	요 약
	대 표 도
	특허청구의 범위
	명 세 서
	기 술 분 야
	배 경 기 술
	발명의 내용
	도면의 간단한 설명
	발명을 실시하기 위한 구체적인 내용

	도면
	도면1
	도면2




문서
서지사항 1
요 약 1
대 표 도 1
특허청구의 범위 3
명 세 서 3
 기 술 분 야 3
 배 경 기 술 3
 발명의 내용 7
 도면의 간단한 설명 8
 발명을 실시하기 위한 구체적인 내용 8
도면 37
 도면1 37
 도면2 37
