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2 WFE Qe 540w st 24%
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Adzgel QoA 7] Fgutelel 2z AA= gupH|A, #Adst AEHAE, BAZguo], tEeteiH|o], o]
o], INX-189, FV-100, NM 283, VX-950(&gtzu]of), SCH 50304, TMC435, VX-500, BX-813, SCH503034,
R1626, ITMN-191 (R7227), R7128, PF-868554, TT033, CGH-759, GI 5005, MK-7009, SIRNA-034, MK-0608, A-
837093, GS 9190, GS 9256, GS 9451, GS 5885, GS 6620, GS 9620, GS9669, ACH-1095, ACH-2928, GSK625433,
TG4040 (MVA-HCV), A-831, F351, NS5A, NS4B, ANAS9S, A-689, GNI-104, IDX102, ADX184, ALS-2200, ALS-2158,
BI 201335, BI 207127, BIT-225, BIT-8020, GL59728, GL60667, PSI-938, PSI-7977, PSI-7851, SCY-635, TLR9
o} ~E | PHX1766, SP-30 X IR S EFEQ AL EAoT = RAPE.
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A1geo] doAAM, A7) IF A% TEE HE IS A H 10-90% THY AFTEE 10-90% FF 2FALA
A AE 5Ho e 24T

A3 18

Aol oM, A7l 3AF A ZEE UE FFE R EfIAEz=e ga, dEgd opv:
AGah, ofxdZ2ER ofuj AEFs, 2 fgvl-FFElE EdsfE ol FACRRE HAEE= Hox
shupe] zF G4 T, 2 U3 HEZZEHRIY fao o SAHEE R 2o 1k AT dAS AFEe

A3 20

A193kel ol , A7 FF AT 2R wE FAES GE, FUAMNE, NEE, ZYJEEE, ol
5, 2 23 FolA FE, FEAE, AFAE, FYUAHEE, B oM AES Aele 2HEE 5 a3
9 EFEER TATE IFoRNH AUyE RS EFor e ot AR

AT 21

A198te] dojA], A7) I AF TE2E W FELS 500mg WA 12.52Me] FFFL A AL EHoR F

= o 2AE.

A3 22

A198kel QlojA, 7] BE A A= EZA(etERo] H &), g Rd, <Hziue], dnjid
w¥ujo], AEAEM, Fdrd, Fderel, JEauz2, Zad¥ua, 2AH|E, BAN 205, YEEFAY
=, UT 231-B, Bay 41-4109, EHT899, A=AI(E|EAl ¢=-1) #uirldd, #HAs} AHAE, BAZHHo], b
g}ebnlo] | olErhabulo] | INX-189, FV-100, NM 283, VX-950(=le@}Z#H]o]), SCH 50304, TMC435, VX-500, BX-
813, SCH503034, R1626, ITMN-191 (R7227), R7128, PF-868554, TT033, CGH-759, GI 5005, MK-7009, SIRNA-
034, MK-0608, A-837093, GS 9190, GS 9256, GS 9451, GS 5885, GS 6620, GS 9620, GS9669, ACH-1095, ACH-
2928, GSK625433, TG4040 (MVA-HCV), A-831, F351, NS5A, NS4B, ANA598, A-689, GNI-104, IDX102, ADX184,
ALS-2200, ALS-2158, BI 201335, BI 207127, BIT-225, BIT-8020, GL59728, GL60667, PSI-938, PSI-7977, PSI-
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379 23

A% oA, 7] AR BH AAE AL gL Amshd EAA FUAIAY TGS P
A SHoR S ot 2R

37 2

A9l goiA, 4] AE B AAE wToIE FnEG AA, DPP-IV AsiAl, ElolEeltd|tle, PPAR-
A A, S Eae st ih AdA, FEasob A, IG-Co FAEL A, ALAA T
As|A, weazoielsudold 58 A4, Ul 2L, FHV AA wE A5 EFEEA AL SHo

Eal
= ohis ofet 24,

g 4%

7] & & of

B odge 23] 28 o (Type 2 dlabetes) 1A 8 ZF(hyperlipidemia), AZF F7F, W7, A& AT
(insulin resistance), 118 (hypertension), ™7 3}5(atherosclerosis), AWz A3E 9 o]z]dk A3
ol2A = EAH A dF AUES E3EE, EH/\} % (metabolic syndrome)E9] T AT L9 7o
#AAE ot 2AE, A5 9y, @ g, 2832 AFEHR FE st AlLFEE #e Ao F7A1 &
el A, oW BYE Y H Y U wbelelx AEE Edete Y vbelex RS sheAdEnt

O

(s} i=4
ol g}, 04174 A Ae FoAE 7+ AW (hepatic steatosis, steatohepatitis), ZF7A¥(cirrhosis), #H
o =

A3k QAT FES TFHE 2 dlole s FAEI BAY ol AW FUE WEE 2AES AR
L}, XiOHOVi‘% e AN ES AMEE 5 Qe ZAEE 2 S A3 Aot}

#d 535

B ZAM+E "Cmpositions and Methods for Inducing Satiety and Treating Non-Insulin Dependent Diabetes

=
Mellitus, Prediabetic Symptoms, Insulin Resistance and Related Disease States and Conditions"#}= By
ol WH o7 2011 3¢ 2¥¢ Y vIFEFNEY #12/932,633, "Long Term Stimulation of Ileal hormones
by an Orally Delivered, Ileal Released Natural Product Aphoeline"o]z}: W e] Wi o=g 2011 4¢€ 299
| 938 mF 1EFHEY A US61/480,788, "Gut CFO: the ileal hormones.  Decreasing insulin
resistance, triglycerides, liver enzymes, signaling caloric intake, using caloric reserve, and turning
body to health with every meal"o]#}= WHeol wWAoz 2011d 89 2d¥d &HH n= 71E3EY A
US61/514,174, % "ral Formulations Mimetic of Roux—en-Y Gastric Bypass Actions on the Ileal Brake;
Compositions, Methods of Treatment, Diagnostics and Systems for Treatment of Metabolic Syndrome

2

Manifestations, Including Insulin Resistance, Fatty Liver Disease, Hyperlipidemia and Type 2 Diabete
s el Ao 20119 109 26¥0 EUH WF 7H5ESEY Al US61/551,6389] §-dHe] oS F
stu, 7] 295 4E A7)d HATE A2 F3rE.

L/ B

C¥ e AAA 79 2-3%, 19 8xvt B o & 7Y 1 71W, g 2, AW
(hepatocellular carcinoma)®] @1o|th(1). A8 (pegylated) < 1,&]&4 2l A (ribavirin) W¥-8& X591,
AR Am 7w v yAdol A gl X m G&& °oF 50%°)th. 7 7HA e A8 Futolgs =
ZHolAl A& A|(direct acting antiviral protease inhibitor)<! E“E}ﬁﬂﬂt’]Q(telaprevir) 2 H A Z g H]of
(boceprevir)7} H ol Hj=ol X Q14 o] &o] FAFATH2). ] V‘L At AA F el Hrbe CF TFdelA

)

&A1 vlolegl 2 ¥RGS 65-75%7MA] A7 FAES Zevh. a2y dAle AR V)T ATE

2o H7h= W8S (anemia) W FH (rash)S Egsts F2Hg9 AdS st dAst=d A9t 4 o

A &5 vlol#] A WS (sustained viral response)S I ThE X85 g A3 EAES 71AHL F A= =7
& n

mzeolAl ANA-AFY Holels #FEC T 99 AT £ Aok, old@ @A wE v Aw
5o wlolei g A Wol Bl oma olojE AFHA @ Aoz Uehdd. FAHOR, molgs
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7b w3 dE ke XFEA gon, &4 9

o] EAtA Y Aol =gA AT = Ao, CF HdS 2
7t A3 (Hapatic steatosis)< HAgE wlo]g)x o =
o] gutold 2~ Xz E o GASMA B Eelof ki At

¢

o

F ASe gAZ duz 2564 & E RIvS, ARbEQl ATl A el Heke]ti(3). dA7A 3F AW
of W3 ojud FEAZLE EASH Fow(4), R AWIIES AT Add oEIh. FuiEAL,
7 AREe W 0F AL 2 AR 7 A o 2/3d4e 2H8H EHolrt. AAAA, ol o
HHAQl A AL Fo] ZlAl AiEA ko w, whd C3 7Hd e AR BY 1HddlA 1F ASe] HEgs A
Bahs o AgE FUA AFE EASA et 20004, Lokst FEES W Aol UiF ¢ 1
717 AR HALT-C) ol Zofgh why €8 719 FAE TollA ddo oMo 7k Xuh5e] Wals AT
(5). o83 g AA| 1050 FA7F 71FEA AN T AFSS 7HHey WP Qg /v
dol] 3k A& upoly A kS-S zkx] gd Ao JEEQTE, e o3 FAE(94%)S FAAE 1
A9S THHr. Holw el TR ES FHE-(follow-up) A7l 892 Aol 7|ZEom, 699 T2
% 3d 671E Fol A¥gd v AHS Y. 7 S 39%7F WS 7 61%7F Tkl ARES vF
Aow; 27 0, 1, 2, 3, L 49 7+ AW=o] HIrb 18%, 41%, 31%, L 10%} o], =M =
AP Ak, H 7F QS Ao A4z JAHAE/GvpFeR Aund FXEYL A= wAgde] a9t gle
2wE BFoAe Z2-¢ Ao s, 18g AAY 2 Hyd 9% 1+ AWS Hee fdas
30%2] FAEOAA FEE oM o= AW Xy} HEWL] ASHQ EA Bt A[FJTH(P=0.02). It
A vk ol B35 vaste], 1 AT vk dE BAES TFolA otskE uAl SErEE
S JHew, 23:e AFH #a, WA dEvgEe M, 9 osd 3 AW, Hn AHug
(esophageal varix), % 7159 ot3hS 2zt A 23Utk Lok sEE2 1 AWSo] T35 AFso=25H 1
Aowel & Hetel AL Aow ARAAL. 2y YRR BASAN b AwFe Hag At

oy 26 @ekon | o) Talm U (8 7+ SxpEe] Hue AdRgA 7k AwEs w8

Cd s Ao AAgge] b Ao A& & v ZAA AFlA, Bricenost &7E5(2009)2 °lv] &
gAd o]l gtad €Y S 2t SR olAd e TARIIT6). olHd Ao HAe (Y
Hpole 2 WS 7 s4(orthotopic) b o] AellA 8] HAl Ay}, wpolzjx A, B AFS APl g 7]

A olA 2+ AWFe JgS AAS Y] Yg AolArt. 199533 2005 Alelol € R wlol#AE 93}
gAY 7 o]AS W& 120W9 FArl B Ao TeHAT. 715 7F AES B 7F A (0%-10%,
n=40), 7PH-3(10%-30%, n=32), %+ (30%-60%, n=29), £ M Z3H(>60%, n=19)2 EF=ACt. A 715A
ATE A% F2(Cox) THHE 4 2 27 1 AW AFE g 2ol AgHArt. F AAENFF<2 ®
= >2 TE =2) 3, 6, 2 12702 F-28X4 7t o]AolN HFF 2A37F BAFHAT. 65 o] Eo] £AHT}
(46%). o]2e] AE&L 7|52 b AWl vtk F AgSel gle 1, 2, ¥ 3d F-2fAd 1 o]
2ol A 82%, 72%, 2 72%; 7P Aol 73%, 63%, 2 58%; FZ+e] Aol 74%, 62%, 2 43%; A 73
AgFol A 62%, 49%, R 42%(P=0.012). C¥ 7+ wiolglx APEE 27|91 >30% AWSE 2t AAEdA
o WHSATHEN LN 46% t 32%, P=0.017; 67HLollA 58% th 43%, P=0,020; 1271<LolA 70% th 56%,
P=0.058; @ 3 F-ogAd 7+ o] olA] 956 th 69%, P=0.0001, 6). ©]4 AEHL AWZo] 3, 6, 127]1€
F-289Ad 7k o]AdA >30%Y d3EA 2 AW FHAE O 08 1 viely s FEAtEdA WEkoy
(P=0.042) AFo] <30%Y W= Z2EA Fdth(P=0.53). ¥ AHFT H47t € F-2284g 7t o4
(P=0.033), 6719 F-2=Ad 7t o]2(P=0.306), 12719 F-2&|Ad 3t o]2(P=0.035), ¥ F7|(late) $-2
A b o] 2 (P=0.009) A FS5HAY. AAZ, F AUTE F HAZ X5 ¥ JFE k. AR
! Af R

=2 A2 AlMe AT Aies €Y 4] AT # 2R oo a7 A A dFS v
ki A2AJT. CF 19 A o] Widsigion] Bgo aelal AZ4gk 1k AWSe] FAEe] 27)d &
Akt Adrs Ask= o4 ATo] >3054 ) ¥ whEar AZbskgitt. Lockell ofsl A4 ® A} o], CH
RS A% Fupele s A mo] Ayks HAHsbely] flste] 1t AT weshr] A Dol A%

(2009 €3 7S 2 BAE AAS A E/uhulie] whgol U@ UlAb FFE(
IAEES] oAl A GBS ZABGHT). 15 A P 2

S 2= BAEANA A8 QEAR/AublA o] Azo] e wglMe] AL A%, e

0%, EdIdMass 2 3 ARE 2k ash 2o NEN AAARSS 2SI olg@ ATelA, A
= 2 a

xHow AFgHow 2t AR50 Fuoles AnE AP FHASE
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Elo}Z Yt (Thiazolidinedione, 3k PPARY] &4l Aoz du#x)E, «o& E4YH, ILZEHE
(pioglitazone), =Al=8El+=(rosiglitazone), X2 EF+=(rivoglitazone), L= Elxt=(aleglitazar)
5l PPAR-7Z 3 (sparing) A|AE MSDC-0160, MSDC-0602; o}7bM (acarbose)E XEFtatut ol dAHA &= <&

WIFEFQ AR G (alpha glucosidase) A A (o}7tE A, HZFFEMiglitol), @ HEIFE B ~(Voglibose)d
A WE B4 ¥3sE); TIP399 55 F8sly ol A A = FFF7)bolAl|(Glucokinase) &4 A

©

dah AAIE(H A= 2l (statin) A2 7ol = HMG-CoA S as Al <& 283}

i FAR AAEY o olE=Znl~ElEl (atorvastatin), ¥l ElEl (simvastatin), ZWF2EL
(lovastatin), A|FWF2ElEl(ceruvastatin), ~e}9}~Elel(pravastatin), ¥ EM}AEFEl(pitavastatin)); <F

A S ¥l (angiotensin) [0 AsAEAIL ANAE, odE W, YAE=(Valsartan), A28 (Olmesartan)

ZFe|Ab 2 €H(Candesartan), ©] ZWAFZEH(Irbesartan), ZAFZEH(Losartan), @V AFZEH(Telmisartan) %); 2

Ul (sildenafil, Hlo}r2}(Viagra), WF2UlYZ (vardenafil, dWIEZH(Levitra) 2 Eb2el= (Tadalafil, A

e~ (Cialis)® )9} e ¥ r)o]2H FobAl (phosphodiesterase) 53 AZNAN(PDES A A); Z274A<l

(Lorcaserin) @ E3]2}d 0] & (Topiranate) S ¥ 381 Brake #H9] 280 ZHE] o]o]S A9 4 gl ghulwt
FARAEE Y 2 FEY TF FAE AL F vk W AET Fol ayer 28 23FES % 7.0
WA 7.49] pHel A 3174 W] 2b BteElolE W3l pH EstE ZR2ule]eE BEES &t
Agsld Z2ule] oy g gole Yoyt BlUyERE =(linaclotide)ot 22 g didS 9% X8 =& 4
g ufolE| 2~ Azl g B Fo EF o] e Eel wr& Hdste A FAA} Add 9l

e AAE E23skE Fvtoly A= 047]"1 g8 AWgER &ge 3, d5 5W, dZA
(Hepsera, o}dlxZn]o] T35 (adefovir dipivoxil)), #ul¥d(lamivudine), AEFFH](entecavir), =H]HF
H(telbivudine), Hlx=3¥H]oj(tenofovir), PEZAEMI(emtricitabine), F#NHH(clevudine), ZEZAEM]
(valtoricitabine), =AY E(amdoxovir), Zo}d|3EZH]E(pradefovir), #TFAI¥|E(racivir), BAM 205, YEE
AP = (nitazoxanide), UT 231-B, #lo](Bay, ©|3} Bay® % 7]) 41-4109, EHT899, A}tAl(zadaxin, EJEAl <u}
~1(thymosin alpha-1) % B¥ ¢ A& 2vpRE 919 a5 EdE5, 43 AHHAE, BAzZYH|
o, tZgetn|o], ofuiubulo], INX-189, FV-100, NM 283, VX-950(&@}Z#n]o]), SCH 50304, TMC435, VX-
500, BX-813, SCH503034, R1626, ITMN-191 (R7227), R7128, PF-868554, TT033, CGH-759, GI 5005, MK-7009,
SIRNA-034, MK-0608, A-837093, GS 9190, GS 9256, GS 9451, GS 5885, GS 6620, GS 9620, GS9669, ACH-1095,
ACH-2928, GSK625433, TG4040 (MVA-HCV), A-831, F351, NSbHA, NS4B, ANA598, A-689, GNI-104, IDX102,
ADX184, ALS-2200, ALS-2158, BI 201335, BI 207127, BIT-225, BIT-8020, GL59728, GL60667, PSI-938, PSI-
7977, PSI-7851, SCY-635, TLR9 o}y ~E, PHX1766, SP-30 % (& 71t #IES 93 2AE EFEES
Fghet.

|o] "g-Cy 19 AA" = "E CH 1E Afoly 2z AA"E 2 HAAA CF 9 Hpolul~ B/EE (Y
9 mlolus Q] ok Ay AElE W/EE 2AEY A8 AHEE e AAE AYst] $ske] ALS
= gupel, #Z4s A A E, BAZEE o], tEgEsno], ofgupuir]o], INX-189, FV-100, NM 283, VX-
950(dl gtz efln]o}), SCH 50304, TMC435, VX-500, BX-813, SCH503034, R1626, ITMN-191 (R7227), R7128, PF-
868554, TT033, CGH-759, GI 5005, MK-7009, SIRNA-034, MK-0608, A-837093, GS 9190, GS 9256, GS 9451, GS
5885, GS 6620, GS 9620, GS9669, ACH-1095, ACH-2928, GSK625433, TG4040 (MVA-HCV), A-831, F351, NSHA,
NS4B, ANA598, A-689, GNI-104, IDX102, ADX184, ALS-2200, ALS-2158, BI 201335, BI 207127, BIT-225, BIT-
8020, GL59728, GL60667, PSI-938, PSI-7977, PSI-7851, SCY-635, TLR9 o}aly~¥E  PHX1766, SP-30 % 1A
£ E3E, 53 gnviAy Adels sy e 1 oo 9] EEES xSt B iy AEE F

a-CE ¢ wlolg s AAES B HHeo] 93] I o wES fstd AFstH, I3 AT =AE

FEFS xdats I3 ZAEER AYSE F dow oA 2 AHEA &ge & SZ(immidiate) W

(e}
H/E= A& (sustained) WE L/Ee Ao UE ZAHEE 2/EE (8 149 AAY 2AH4ES 28T &

kel
ook

\I

¥o e fo 4

A = "% By 7% mlolgls AlA"E B wolA BY 74 whel o] A Hel ALgdE

A AAE AW EE AR Sz (oldEn]o] tuEA), guRd, dEshao], dnjid ] e
Hlo], AEZAIENW, ZYEY, GEHANEY, gEsru= mguEH|E 2AH|E, BAM 205, YEEAIU=

UT 231-B, Bay 41-4109, EHT899, AF=tAl(E]RAl oup-1) 9 7159 E3HE7 e AASS s, &2 %}

ol AMeE 5= gl F-BE HE ulolga AAEL B ubdgd oa] 3 o] WwES 9lste] Adstd, 3%

A ALY Fazds st s 2AEER APsE 5 oy ogrN g AYER 4= 3 S74 W
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FOA" e "M oF AATE 2 Rl 2Ed o] o] FolA, THE o] ThsAdE A s
FAY, AZeAY e ZAAAVIEE AFEE 5 e ddAE AYe=E AS"EY. 2 dioA 3 AlE
28 BE REY Ay 54 AfddA, F-CF 19 violdls AA e 3-BE 7k wloly 2~ AlA 9
o AgsEE 198 SIFEES d3H AMEE F de $FAES dE EW, YAM(nexavar, AEHURE
(sorafenib)) P E]Y X (sunitinib), Wl WFA] 5% (bevacizumab) , ElM v} (tarceva, dEZEIYH
((erlotinib)), EFO]AHH (tykerb, E}¥}E]Y B (lapatinib) o

) @ s YRS TFA AL oe g
Lo, 19 AAES o, 58 AE e dolg A de.
o]

¥ odgel B e o714 9e dREA ¥ @ 8% A% SR PE BAE, EAsls B oy
of e xyBEe] AuHon FASE HF AF T2E $F Bael AA o) Holw of 508, L A
Ale A% < 70%, Hol% oF 75%, Aoj% <F 80%, HolE <F 85%, Fol% oF 90%, Hoj% ¢F 95% Fi= 1 9]
Aol AR EAE A AF F2E 4E B FolHi #4 £ Ul 84 v 84 A% sep
WE B FRFS WEAY st A WEE Aol $E Fol FuUZ AP D-FFRes Ei
AERO S PO 24EE B8 Aold. (4 A% BB $F BAZA D-ITILs ER YrEz
020 A5, Y BEE WES A4S etel BA mi thge] 3ol HolE of 2.5 I, Holw of
3 7%, Hol® of 7.5 1%, D o whFAsAL Hol® oF 10-12.5 1% Lt 11 o ge FFme v} WEH
= Alo] HhgA s,

2 dge] mE 24EL G Al 322 HE EEY Fa&%, v D-EFELS By 9AER A
4, dEAEZ 9 ~(ethyl cellulose) HE AEZ2 Q9 (methyl
cellulose), OlE%/\lUllEla*él%i_?_i(hydroxymethylcellulose) B EFAZR2AHAE R Q ~ (hydroxypropyl-
cellulose), ZgH|dyE2]=(polyvinylpyrrolidone), MEZQ~ olxHolE Eg|dla|Elo]o]E(cellulose
acetate trimellitiate, CAT), 3S|EFAZzddeE AEZ O~ i%ﬂﬂO]E(hydroxypropylmethyl cellulose
phthalate, HPMCP), Zz|u]d olA|elo]E Zego]E(polyvinyl acetate phthalate, PVAP), S22 o}AlE|
olE &g o]E(cellulose acetate phthalate, CAP), A& (shellac), WEFTHA M methacrylic acid)¥} €
olg g o] E(ethyl acrylate)d FTFAE, TS <ol Widoladeo|E A7 H7ts = wWElaE
A3t ole oladelelEe] BEHAE, IEA(Ethocel® 54 Baralg zh= olUR o a-Ru-1-% BIA(F
g otdEe~), FYd oldEe s Ui IgY AERe~ e ofad TFA 249 9 I"HE EF
st =28 AY, YEF FEMlo]E(calcium pectinate), 7FEFZ#(carageenin)E, &&k<l(align) s, A &
E2ol®l(chondroitin sulfate), ®XEg sto]=2A(dexttran hydrogel)E, R (borax) WdH 7
(modified guar gum)¥ 2 WHE 771 A& st 771 & 28k ™ (pectin, ©hFs FeHoE,
HEl-A|ZE 292 Ed (beta-cyclodextrin), <& €W, AMAEZo~ ZFE o/\(lactulose) Elr\” =9
(raffinose) ¥ ZE}7]2 2 (stachyose)9}t #2 &2|unFE AFdFo= s ¥
e A4 g g5 AEnEA(biopolymer)E ¥ TEAA X, BE—'C— l*’(cross l1nked) ﬂl‘f/l_ﬁ

o (pectate); HEITZHH o|E-ZSEht(nethacrylate-galactomannan), pH WA =245 = AEdA
[e}

ﬁd
Y

(

to

N

| = e}
A, odE B9, 84 oldEe~e 22 WdE Favhdr(mucopolysaccharide) 58 X&3te 7 T,
A FFAES E¥ete, AEZoxs BFI 2L IEY e Holw ’SlUr?l A E== Ao WE AET
A%E $ Atk & BRELS Fo duHrt 3 =2e w7k Y A 2R 4E 229 fiRrie A
Ul &S AAskE pH &8 Z29dS zhe vE I gAE B e a ity Ull A elagate] FEFAE

=
Xttty 83k 2452 =gl E(Eugragit, ©]3} Fugragit® §_7l)® %314 =(Rohm Pharmar}l, ThE47EF
=ol)mA] o] g&7bsslt}, o2 =W Fudragit® 1100 2 Eudragit ® S1000] 9Eo s w= zdow AL
g 4 9tk Budragit® L1002 pHl 6 @ 2 o4bellq fallsla g A% B4 2 48.3% WE AL H4S 3
3t Fudragit® S100& pH 7 2 =1 o] elA] a5ty ¢ Az B4
vzl o7 - E3kAE F3kAA W E (backbone) ¥} Al EE THE 7183} 7l‘5 I5ES %%‘: up o]
s Aor Ay FFAELS ZYoladuo]E(polyacrylate) S, Alo]ZE oA HY lE(cyclic acrylate)
34, Zjolads @ ZgolaYolu| =(polyacrylamide) 58 ET3T}. &3 SIAASY E35] apEF 3
I8 Fudragit® RL mE RSel] Mulgowm A" 4 9 ZelolaHAE Fudragit® L 2 Fudragit® S

ojltt. oled WHH ofmayEL F&FH 2 olF= 2AEC] AdYE 5A Edragit ® AFel AHEE=

rl
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Aot A (probiotics)E AL £3w3 3+ X&) AHSA dHET. Kirpichet 8559 A4 432 A4
Hol Ak zhe A4l Mo s 66 Aol A GAAES dIE-FE 1 &AM AdAe FAA
ol X8 Jgs FAbeTh. SAEL 549 vy E=vbe g% H]ﬂ%(Blfldobacterlum bifibum) 2 FERPAH
= i

Z@ElE (Lactobacillus plantarum) 8PA3 o ¥ X8 W& (FF¢ vHEWE)S FA9QE ¥
(Stool culture)d} 7+ &AEo] 7|EAd A a8l A& °ﬂ Tl Al E Q) E‘r O8E 7
o] A%e uig EHZ;L Abolo A ZAtEo] HWE AT, A%e =y} Hlalsko],
A¥ Fo vmEuteEol(6.3 Wl 7.5 21 F2UY-FA FHI[CFU]/g), SEREY 2
S/g), ‘j% AT+t (enterococei, 4.43 ©] 5.5 21 Z2U-3A4 F4l/g)S
B, ofATEEAL ojn: AgEs, B - FEYE E *J“E]E‘r"}zﬂ
ato] dFSg LFlA e EdTul (ka2 ERL o HYE A 1
Adbg s 50.49 o 22.96 U/L; GGT 161.5 ©f 51.88 U/L), ©o]+= ©o]&f3l 3k=x
g 7+ 45 7T E Ae YeEhdth AdA X® 5Y T, dmgA dxES: 1T
33 Z71E F9 vy Eubggol(7.9 o) 6.81 21 F2U-3A F4l/g) 2 FEnAe
23 FEY-3A FH/9E 7HT. AT 27]dA 9 fARe BECE EFet, AdAR A5H
T AEFre] FAERT Xz wrld AT v ofASEEAL oluj: dudae) dEhd o]
F44S& 7HHTHASR: 54.67 Wl 76.43 U/L; ZEbd opwli HdE @4 36.69 o 51.26 U/L). 7FH%
Aol ZEL ol AEaih-defd ofve dEdash ]%O] 3, 30 U/LEY 2 0}*43‘5
gdaael g opvx AgaAsT AHoE= o EAo] & urhu= 26 dide] AEIIFAA,
rebd opmle Mg s, ofATEEAL) ofne Hdg -=FEPY EdadgtolAl(GGT), A &
(lactate dehydrogenase), B Z W FRHle] Az FhaAol Adsr FE3 #AFJT. olgd ABIF
iy 0 23 X8 Ao Ay Hit dEbd ol AYFs 4o AEd BE AdEie. 4
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X2 RUE T Fontana®} 19 && 74 o
xo]_ 3} ]_/] 1:01 x]a 1:]-7_-” Eo]—oﬂ /H = ﬂ Eﬂlﬂé]l:é
Sof YKL-40, "iEZ A dE=ZZZE o)y Al(matrix metalloproteinase)-19] =FF
Z2 274 (procollagen)d o}u|=-Eln)d HE=(PIOINP), @ &) &FEAH(hyaluronic acid, HA)
AEES 98] 0, 24, 48, R 725 A MELC] TAHJY. EE 456 W CFH 319 FAEo] 24 UA] 48
T e Adst AP HAE/ER S Wkt $AE] Wit AE-S 49.24013, 71%7F HA o, 39%7t 71EAl
oA AWM ZhHT. Fe A % YKL-40, WEY X~ wEz I 2 oluA-12] 27 AdA, ¥ Z=ZF
gl oln-gHuld FEE=, 9 S|GFEL HEES 207 %7 wpoly 2 vy s dAEEHJATHP
<.0001). vpHEF MM, H-F1AE 1, H-5AF, APd AdEAE gdey, 9@ w2 VA
ol AL FA/olAMEEA of]y: AT F A HBEI ZI(10)YKL-40 HREL 205 vlold 2~ w33 =
Ao AAHJT. FAHCRE Fojg FHavt ALH vpolelx whgS zh= 81 FAA ] VEAAT} ke
7250 A BRE Yoy, By o|gAF(breakthrough) T S zki= 72 SAloM= AFEXA
9 48F A, Hlolg 2~ WhEALET Hluate] HIREEAEA HAY ME Z=Fele] O}U] -Hud gE= 4
S YFEA PAEe] A Ay BEEJATG(P<.0001). Fontana®}t TEEL =& % 52
AAdst AeFAE/viHA X 5o gk 7] vlolelx whgo] EfAQl o W @%X]Qiﬂr. 4744 BE
gy AE&Z vAE AEFE vlolglx HES 3AxISoA AYs] Ao, ok ZadE 7+ AsE3

dAFG. dF AvT vl dEES AHE e @AEddA Y e T AxE AT 5 Avn).,

of7le] €& el ARE A% At AAE, A5 59 A3 dHAE/Hun e ¥E AMES
e, NS3 ZR2H oAl AsfAZA, BAZn|o)7E EA. HAst e/ uE G T
F 19 CF AP wholels AAS 2t @xse] W olstollA A&F mpolH A wWbSS AT
Kwool 10] 252 FAA4d 1 CE 1 whole|=E fjste] A3t A#AE/eundol Hrbd o, B
olgjx A ZaEokAl AsjAle] &S AT dA FEHLS AR Fof AS5E
Hpol#| & Rbg 24FAI Tk, A RH A & FAAE 1 v (3 HE HFS 2 @Akl oA, wHAs <UE
A/ eze] 55 Aol AA ?%“9“0}” Fupole 2 AA BAZHH O Hrbe FE AR dHEOE
7155 A} wlaste] A& Wb BjEe] 5 owjolrh(18). ' n|ojel i FARE A7 AT, AT
FAE9] 60% ool ZIEAAdA T AYTE THAY, HhelE & Fa) o]9]o] wkg-o] ojmE T it o]
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[0128]
[0129]

[0130]

[0131]
[0132]
[0133]
[0134]
[0135]
[0136]

[0137]

[0138]
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Bl o]t Aol s8] EAstA o SASAY FrhE thAb S5 AAARSE EAEHA ¥

ElobA]l A&l

5y
it
o
A
k:o{t
B
it
H
flr
)
=
o
k)
X

1 Jﬂ@ﬂ °1EM]E/FJH}HWJ+ Hgo2 ALEFHEHE 7t A
Halsltls oz AZIE R F=rh(2, 19-24).

1 AWEe] Aol FulolE s AASe] ey pAsle], 1 FAEY wWa wi 3 g HAS g
= e 53wl §23 QHAZ/HunAS 236 ow o8 sh5E ojuwdt ghuloles kRS A
g0 JdEx e & Qb B3I, olgs FRE F ojud Aw AW 7 AWES B sA R,
ol AR A w: ALl vl FF oF wolth(25), wE F-gko] 9 $3& i AT FoH:
Brake ©29] 3t AWZEe] wt €8 A 7R AuolM E T FLd 1AL AT

2 & A (Brake DSl Aue] AA] sk ol 5], ¥ wHAEE
71N € Pe 2E ofde AR ATEAA AR R ugAd dRES A4FH) dsel @

Brake 7} F0]d u] oAEE ABT oy ke UEhdl AR #zle] A2 Awai

Aphoeline A& 1

600 mg/7E =FIL~

1000 mg 7H&

10% Eugragit =¥

ZtaA(Z2dd 282, Eddd olAEoE E &)

s2v g ol akul 1 5

« FR299 3.00 1-10+
HYE F2 559 3.00 1-10+
ES

EZQox 1429.00 500-3000+

ag 388.40  125-750+

S5 HAENF 80.00 25-160+
Slo]Zzm &~ [SP 32.40 10-65+
2Hol2A NF (84 5F) 19.50 6.5-35+
EgjobAl" FCC/USP 19.30 6.5-40+
ZHlo}A4k vl NF/FCC 7.00 2.5-15+

o] aks}t A FCC 2.50 0.75-5.0+

AeEE 2R ukeb, 10% =% 584 A (Mantrose Haeuser b, Aphoeline-1), 8% 22k 484 oltjel Al
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Z(Aphoeline-2)°] AFES ZH37] Fsto] ALEH A

#, celobEil, ZHobA mhllg L oldshitast £FHA GEstel HAE wEM,
=8 A=), EelobAY L stelxzmz sz mydoRd AY N7 ATECL. delA 2
Az ol AY 1& #Yshe A3k AR, Bugragit 9ol tHEORA AHER 4 glrh

Tm

AA A 1.7 545 @ EdFIAIEEY O, A4 AT BHROZEE 18 A IN S Brake o) 15
@Rol Ao F-sto] 9 $5&e] G W@

A. Brake A2 7D

o] Aee, 189e) Bhel el H4 6709 E<bel Aphoeline Brake” Al 2($lo14 A@E)7E Folzl
o 18%e] @R BARRE the gt
O

WA 9w o 99, 26-714 99F

d, 22AEH E= HBALCE ZEe 11W9 d/27] 9y

PN
=
O AW & 2% 999 B4, o5 F 28& 1+ AA(liver biopsy) & AN, T W e A Gwg 7}
]
=

Ad#gA 7, A, 7+ z2ad, EgaeAgset Ad Z2u<l, HBAle S54& 38k A& 432 A

B. %

B AN 64l F Ane 1599 F-go] 9 $3E BATIAG. 7N HEEosA g F-9
9 3% BAE0] WRANCH(26) oleld Aolxge) WA Wo] oyl Fx=H Bitanh. vwdl A

= A F-stol 91 Sal%el AgH 1599 Yool 2AHUL. §7t 7

HalH, WA un 2
Iy Fol, @3 (glycemia), A& A3, Adudd, @&l A xE & Az (NF)-kappaB 2%} (D14, TLR-2,

|

<
5
TLR-49) nRNA WE, B AFAH 2Ed 20 vhAEe WakE ks Astel $% LA 1800 /1EA @

o Aol AMPEAG. F-ofo] 9 3= F 6/l S AEF A5(52.1 +/- 13.0 WA 40.4 +/-

<

11.0), Zehan ZF3922(148 +/- 8 WA 101 +/- 4 me/dL), S1€W(18.5 +/- 2.2 mmul/m¢ WA 8.6 +/-
1.0 mmul/me) 2 X3 A3 g =22 FGr-<ad A3 (7.1 +/- 1.1 WA 2.1 +/- 0.3).9 A3 74
7tRk. Zekant ARggd AL 20 +/- 5%(0.567 +/- 0.033 U/mé WX 0.443 +/- 0.022E U/ml) = 433 7+
i=]8
=

3}9ith. NF-kappaB DNA %S 21 +/- 8%% Ads] 7rastgl o, whHe] TLR-4, TLR-2, 2 (D-14
25 +/- 9%, 42 +/- 8%, X 27 +/- 10%= 33| ATt dEA WA= CRP, MMP-9, @ MCP-
47 +/- 7%(10.7 +/- 1.6 mg/L WA 5.8 +/- 1.0 mg/L), 15 +/- 6%(492 +/- 42 ng/ml WA 356 +/- 26 ng/ml)
211 +/- 4%(522 +/- 35 ng/m¢ WA 466 +/- 35 ng/ml)E AFE FAEAT. dHAES AwogE, NF-
kappaB DNA 23, TLR-4, TLR-2, 2 (D14 &, CRP, MMP-9, @ MCP-1 R F-9to] 9| $3]<& Fo] A3 7
2H AL FAGT. F-9to] 9] 3% o AEd I 28 IR NEAS V|EoR e HAYUSES
F-9to] 9] §-3l& o]Fo] A AT "iNAEY Fiel &, =AE A} o], Aok FEASR Y=iY
% (endotoxemia) @} #HA G5 kol 7] 4 Qo).
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[0162]

B

[<)

AR S A
7 EgZgAl

2y

S,

A

o 4% Aol £4)

Eol 9%

-
X

16] =A19th, Brake & ¢

ol A et

] L Al

A=}
=

o

=
=

2}

2]

317

=

L
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=

o] Aol

b

S
X
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4

Zko]l L Al

oln] F-s}o] 9] 93

C8 79 woled &
W A Ao H).
Brake o F-oto] 9] 8% wlm 77} ofgfe] go]

gloj et 2.

[0163]
[0164]
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Akt

7Wdel =
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7ol ]

o

BYiRE] 524
Brake

RYGE

Brake

B9 7 Brake O F-240] 23&
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g |5 (88|82 2]«
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[0172]

[0174]

[0175]

[0176]

[0177]

[0178]

[0179]
[0180]
[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0188]

[0189]

[0191]

[0192]
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ol g Wl AFENE, F-gto] 9] 3% Y Brake & P AWSE JH o]F JEE M F AdE AR
Mg, 2714, ded A #a, 3 w2 EfadAgEe SFae a0 3 ANE gaAn
A71zre], debd opum @, ofAMEEL} ofun ddas, fAvk-=FEbd EdAfE ol e g2 3t

A o 2, Aol 10 T+ AWEL AAGE 23 Fulolad s FFLS Fr1ely] UF ZHOE Brake WEOE
Agd F3te Holaga 28 2 Y 19 ¥4

32t M2 A ALF AFE zEe 56AlY ook, Y= 19989 Al o]AlE& slglom T sUE
(prednisone), 3% (Rapimmune), Al o]=(Synthroid), A2 (Nexium) % F2}2(Cozaar)ES &3t %

o}

® 1998l C¥ 7 B AR oviE 4d Aol QI E/n" X5l Adf. F AH

A=y
20043 ZHEH w. 7kl

* o 20079 o] FE (F 7+ wlolels A BE WA 9kow]; Brake A= o Ad] 39 ulo] owg u}

ojE] 2 ofE I WA 3kt

* % A AFlA Aphoeline Brake (AF 1)& H71aoich
-2t EaEo] 30Y ol Ao NAHAT

- AdolE]d(creatinine)o] 370 whol| ZAalo =z s AT

- ok} AEZ R F43] st

- 0% 7+ mpole 2 b 100KE FA3 FastAtHE 1 #3)

¢ A M2 HlelE 2 Tl 1 2 A4S JHAY

R

~ ol 20040 SIE| s £/ vhu]Ae] A5 g
A}, oleld SA7l WA et o]~y

o 8
2
>
i)
32
R
ot
i1
e
L
on
E
o
N
NS

* guw e HES AR FA ggrom (9

8 H= =
ng/ml A-XE2ZHE X85 F <4 ng/m7MA] Al

¢ (¥ 19 wholglzvt vte R oHE] EAEY, 1P SAEE Brake A ROIA RF GAoE FAAHAT

FTHHeR, (¥ 9F Htolgx FapodAe T3 ¥ glo], b 7159 G X FrEL Hdo] EA3
FoH(= 2 F=).

] ol wholelavh whEEX w2 AMEE AMAIA S Ao neEct. 2a, ol
® AREE diks AdE 7 013 NgFgoRA, T ANE
%

AA o 3, AolA 2: Brake w3 WA JEFHE/AuuAe] FE ABE ZE Y D ¥4, WL U
HE/guY @59 i vlolg A HEZ ZA2AF)7] A8 2gEY THe 4AY

2} E12 59 E 71A], 1859k =9] 364 wAelglen, 1o € 1 FAdAE 1a TC mloleixe] A8E 9
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3 ANAA 299 AAF AFE bk 1) A-AR 2 AR D ATE R 14 AHFS JEAL.
nlolel s Rate]l 7] 1 R ez Ads SleHE/eulntd ol Agstgond, Fol LY Fol vholzs
nah whgolAel FA7)(platean) W] 18] Folzk FAHAL. 1 2719 ® vhe avte] EAEA. of
de ke Folol W@ v Fre wlelelx W WS zhe AW Fol, 1o Ay Fo #Ust
SIE) T2 gubul @ alel Hste] Shabol sFel 10 1] Aphoeline Brake o F7hElv},
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