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A1l glej A,

olE® 2 WA 109] WA DPE 2= AQl, JiddE Beed 4=

olmd2 2 WA 59 ®iflelAM el DPE EFel= ZQl, /MAE Feed 24E.

AT 5
A4gol] 9loj A,

Y (fructose

ft

ol F-F, F-F-F, F-F-F-F %@ F-F-F-F-F & 3} o|AS Zgsta, A7 Fe ZYEL A

moiety) S WE= AL, 7| S8 =4

3T 6
A1 WA A T o= F Fell glojA,

A7) sxdg-dots, Z8Z A o) =(Gliclazide), 22 &A= (Glisoxepide), sgulEetrtol =
(Glibenclamide), =2 A=(Glipizide), SR 252 =(Glibornuride), =2]m¥2]=(Glimepiride), =27
+=(Gliquidone), Z#]E=Z3 W] =(Glyclopyrimide), &HetA=(Tolazamide), =4-E|=(Tolbutamide), &=
23 Zgu| = (Chlorpropamide),  HEFAAIM| =(Metahexamide), ZFEFEF|=(Carbutamide), oMEIAHE
(Acetohexamide) B o]59 XFo= o]Fofxl Foriy HeH Fo|7y, 7] #Fopnes, EivSAE
(sulfamethoxazole), “&¥ &V H(sulfisomidine), EIAEI E(sulfacetamide), €35Al(sulfadoxine), HUZ
Z 2ol = (dichlorphenamide) (DCP) % EEZZ2}0| = (dorzolamide) 258 AelE A, MAE A5284 %

d=.

A3 7

A1 WA A58 T o]z gk gl QlojA,
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J)
mr

el

o

.l

I

Fdgs!

= 57t
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A3 22
A3 WA A58 2 A7 WA #2038 F o= 3 ol lojA],

o= 2 WA 109 WHolA el DPE 2= A, A=

AT 23
A13d Wx A5 2 A7 HA 2208 F o= 3 Foll 9lojA,

olEHLE 2 x| 59 ¥olAe DPE X A9, FAE.

AT 24

A13% WA Al5F = AT WA A20% T o= 7 Fell lojA,

o3& F-F, F-F-F, F-F-F-F 2 F-F-F-F-F = 3} o4S Iestxn, A7 Fe THELA H= Jehys=
A, 24E

AT 25

ol dqustd wE 288y (52 Y93 A1 WA A5 F o= 3 o 7jAE A" A 2HEA
24E

A3 26

EAe, FEUA} EE HEPIE EL, o|F] 2P A EX oldF wA0) m, d%HoR T
= 1
T

g A, 2AE
AT 27
2 A

= 2o ayzel MA" A5EEA ZAE(improved synergistic
compositions)ol ¥3F FHolt}, 5], ¥ 2y A2d s (Type-2 Diabetes Mellitus, T2DM)2] ] oA
AHeE = AdwE 3L (DP) EAS ztE olEd ZAE(inulin preparations with defined degree of
polymerisation (DP) characteristics) ¥ &X¥Xd$#o} /T sEoln|= H o]9] fua] 2/ oo ¢
4&%0 uﬂﬂP‘MAﬂﬁﬂ ZAE a7%h*

r!

v
g

Hl 4 7] &

HAA AA AH Ad 7s9] oAust =)=, olgs A rwo] B Foro|A FAke] UnbHQl Ao Ui
S YAAY e 9 4¥HA AdSS AASE FHo2A AHEHA gotor gt

PCT/AU2011/000622¢91 71AE o)A 2] A=, olsd @ Exd-dole o] A28 Fuw(T2D) S Z+= 34}
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[0008]
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[0012]

oNAl z FYAME FT&H T (FBG) #RS W3+ 45 28 y = R

olegt Aol 1 Wil ZAlY F-TIawA AunRue-sxdfdo-EdaY IFgER 34 'E AoE 1}
Ebstoh

o]z ZA|E(Preparations of inulin)< ©]& % (heterogeneous)d Gk Ui, TFEZ=(DP)ol thslo] wj$-
AAsHA g v dvk. HA FARL st o|FUE, V] FaARZ] wEt Ao|g DP HA [
= Eof, Aold HAU(natural sources)S & HA 2 WA 2k 609 HYoNA e DPIZ 7F4d AHoltk, 2 WX

oF 109] WHHelA DPE e olsde W3k, T E-Z# Y (fructo-oligosaccharides, FOS) % &2 4§E
2(oligofructose, OF)&2A AFHT. HAYJozHE ol F& 9 ZT2ANLS, A7) DP HHNA 4

A ERE ol DPe A olelgh WEle] FrMAH o R 7]ojd Aola, P/HEE Wy B PP FARE e ’%7] :
9= 7154 & Aolvh(Extraction and processing of inulin from natural sources will further contribute
to this variation in DP as well as broadening the DP range and/or bias the range towards lower DP
values). ddET 4 Z3d A9 ougt AX, oy v e 7t oW A T2DME] A=A =xdS-dof
o} A sHt Asadd JgS v 5 3, ojwdd g 4y F-83 DP M didk oju st AAE A
3hA] e¥Fktt.

welx], By gadoela, d57kse @9 dE 2", 9 NdE Fog S (improved dosing regimes)S Zt
=, 2 U2 Aod 9 Ae Aedsd olsd-sxd el A= digk vt ).

ou

A 7le Az Aok stute] dAls SEE7Y skt AY, 783 tiet(useful alternative)s #l&dhs=
Zlo] & o] HAoltt

wig o] g
g ol Qof
WA SR we,  gEe, Gidsl ARE AT, % 5 oIl $UE —g— e olwd
‘:U/EE.‘::. %_—*\T_ﬁo ] 9 /e

s
Hae AN 3548 £HES ABH,

zdgeobe] FEAl £ dAbedS 2 Bl ARES Sl Ay

93
B WA B4 Eactive effecOR 2t olel whebd, Eee) "EEdeor el ode BEe
oleig HEA = P g

rlr (ot
4 0
>
e
i)
o
i
ot
Hd
oot
ek
4y
Hoy
¥0
0

g 2sl A, 7] ol E¥ ZA|E(inulin preparation), <F 25 o|dle] DP, Rt} wlE&&tA <F 2 x| oF 239
He, Brh vpA Al oF 2 WH] oF 10 EE 3 WX 108 7HE Aeola, ¢ 2 A ¢ 5 T ¢F 3 WA ¢F 59
Helel A DPe] Fag H&%&%OHﬁiiﬂaﬂlﬁ+M%ﬁﬂﬂ.FzmﬂFMé,m=;3}2ﬁ€%%?
3 F2wE 2 o] TYHEA Ho|oE](2 fructose moieties), F4 = 4 7|9 T EXA Ho|ojE] T #AI H|&
S ¥k olwd FAE A vk st}

A7) A R Sy Fe Aol =(Gliclazide), &9 =(Glisoxepide), Sl Zerlo| =
(Glibenclamide)[ 221 %2 (Glyburide) 24 =3 d#HA], SE|HA=(Glipizide), 2™ 3 2]=(Glimepiride),
=8 F=(Gliquidone), =S¢ ZF 29 =(Glyclopyrimide), ZS#XEFZ=(Glibornuride), EZAM=

(Tolazamide), EX-E}u|=(Tolbutamide), E2ZXZ31|=(Chlorpropamide), °FAENAIu]=(Acetohexamide),
FF2 5 Eeln] = (Carbutamide), WEFNAIM = (Metahexamide), ©]9] F=A TE o9 ZFoRHE A" £

A

sxdedols) getdor fAlsta, 89 dEs WAsE adE 2y £Eov vt S 23T, o] K
SAZE e A" R 0131?3} SFEOHEE dE S0, ol AT FE, £9WEAE
(sulfamethoxazole), #=32ud(sulfisomidine)[Ed}o]4olud (sulfaisodimidine) 224 <R, &IAE}
"= (sulfacetamide), <<3EAl(sulfadoxine), TIEFZEZZo=(dichlorphenamide)(DCP) % ZE2ZHFu|=
(dorzolamide) 9} #8, AAWEA % Folu|=(antibiotic sulfonamides)E E33c}.
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A2 (as the sole

(¢}

il

Al Efel A,
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ol ylolt},

REES

S

Aol

°F 30 g WA

°F 5 WA 100 mg

L
L

L
o

ool A, A7) &9 Fo
ok 1 g WA °F 2 g9 oF

=

p—.

oF 2000 WA °F 3000 mge] ©]

L

L
o

= o
F 10 g WA oF 15 g9 9]

el A, &7l ] ol

°F 2 g WA °F 4 gof o
el A, 7] Tl 7o

oF 40 gll#] <F 50 g9 ©]

L

L

o]

E
T

L
L

tutel ol A, 7371 w9l 7o

°F 100 WA 500 mge o]

&7 @4
oF 15 g WAl <F 20 g9 o]

L
o

oA, &7 @ Fo
oF 3000 WAl F 4000 mg2] ©]

o

E
T
A

~

L
L

L

el A, 7] el Fol

olxde HUF WY T (the same unit dosage form) FEfA 7|, = Ea=

el A, 7] &
zdg-go}

ok 500 WA 1000 mge] ©]

=

el A, 7] & Fol

oF 4000 WA °F 5000 mge] o©]

oF 5000 mg WA F 1 g9 o] .
dell A, 7] &9 Fo

o 4 g WA oF 8 g9 ]

gt
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oA, 7] &9 Fo
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22D ok 1 mg WA oF 30 mgd] &xd

L

-
=14

500 mg WA 2F 2000 mge] ©]

= ol Al
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T

oF 40 mg WA 2k 50 mg, T+ °F 50 mg WA oF 60 mg, == 2F 60 mg WA °F 70 mg, == °F 70 mg W
A, 371 2

A °F 80 mg, Tx 2F 80 mg WA 9F 90 mg, TE 2F 90 mg WA ¢F 100 mg, E=E= °F 100 mg WA 2k 250 mg,

oF 250 mg WAl ¢F 500 mg, T 2F 500 mg WA °F 1000 mg, E=+ °F 1000 mg WA °F 1500 mg,

1500 mg WA <F 2000 mgo|t}.

i}

, 9F 0.5 mg WA 2F 2000 mg, == F 1 mg WA oF 2 mg, =5 ¢F 2.5 mg WA F 5.0 mg, =5 F 5 mg
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rr
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Ll

o zFore AR

EE EEolulE W/EE ofd] fRAl W/EE YARY,
T

A7) FAE e 342, A89S(hypoglycaemia), 91°¢ “oll(gastrointestinal disturbance), I =, AF
=7}, A3 718 (low mood), 5o thdt S7-¢9 Zo(lack of a desire to exercise), XERHo|A o] FA %
o] W3l(negative changes in satiety) ¥ Zv]® S48 HE Zo digk F718 & (elevated desire to eat

= =
sweetened food) E+& FxWy THE FFo2ZEEH Ad"E F2 Q. oyd T2, A 2 di A,
A " d3 ", A &4, A &, T A, B & TR g 3, 9L FdE 9 gxste A
WS Egelx|gh, ol2 AgER] =t}
oA A S whel, B e oF 25 o|ste] DPE ZE olwds IA 1}01]74] —roqé% NS XS
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olgigk SHelA, 7] HA(treatment)/AH+=, =Xd-g-dote] f-dlof, H/E= FEopr|= B/E= o9
EA g/Es dakeE, B o]EY £ AHES 23T = 3

2 Wgof we) X549 AV d@3A/ A=, oy AEE QR e oust QI B Xf{EE IAd
TE . ZiEE IAA/EAE, A9, 1€, ANF, HFHUE, 7S, odE B, &, HA, 4,
2 o ¢H5 = (companion animal), <& E°], /| 2 nFolE XA R, o] ASE X =t}

a2 S A, olEde, oF 2 WA oF 23, HU} vt A oF 2 WA ¢ 10 2 Ru ¢ vl EA oF 2 YA
ok 59] QoA e] DPE ztE=rh, F2 WA F5 TE F3 UlA] F58 2 3els ool 714 upebA &},

olzde, sxdydEol W/EE sFot YU/EE o9 fuA Z/EE dANEAY A, sAld Ee ou

gk =Aof whet, d&HoR Fod S gty Fojo| ulgg AR=E A (oral)olt).

EAHog olEdL, FF XA EE SHA 2ol HEE(dietary supplement) (S 5o, SHE EX2A
[e]

o ¥y = ¥y FdHH)EAM FoE £ . oW, A= HA(chews), WH(bars), =&, F(gums),

A A7 EE AgstE 22 gEHEA 598 = o gy, olsdel,
o8&kl W Y& x4 9 #x1o] Q- (patient compliance)E 913k, &F, AAl, FH4(caplets), E}ELE
) e e e oy w4 Fo PHE TR Ao nighr st

29 ome WHoR 1A vheh B olweel FE, o 5mg A oF 50 grans] o], E % 5 A
100 nge] @, EE o 5 WX 100 mgel olE ¥, EE o 100 WA 500 ngel olE ¥, EE °F 500 hA] oF
1000 mge] ol&d, & ¢F 1000 WA 2F 2000 mge] ol&=, HE& 2F 2000 U] oF 3000 mge] ol=d, FE oF

3000 WA °F 4000 mge] ol=H, HE& 9F 4000 WA <F 5000 mg9] olEd, & ¢F 5000 mg WA F 1 g9

UL S o L WA oF 2 g9 ol S of 2 g U of 4 gl ol S o d g A o8l ol

= ob 8 g U o 10 g8l o)Ed, iz oF 10 g WA O 15 go] old, i o 15 g U4 oF 20 g
T

r o

4, =

ol ¥, T 9F 20 g A o 30 g9 ] W, s oF 30 g WA oF 40 g olE¥™, e 9F 40 g WA °F 50
g9 olzdEs FHF & Ak

Fold olEde &2, & o A e BEstd exdfael, 9/Ee EFoE g/EE o] fEA %
e gilEE, B oY 2% A d3rdE 5 i, sxdedel, 9/EE s¥oins g/EE o]
FeA 2/EE gAEE %S, 9 0.5 mg WA oF 2000 mg, & °F 1 mg WA <F 2 mg, = °F 2.5 mg W
2 2k 5.0 mg, =¥ 2F 5 mg WA 10 mg, =¥ ¢F 10 mg WA 2F 20 mg, =¥ 9F 20 mg WA °F 30 mg, =+
°F 30 mg WA 2F 40 mg, =¥ °F 40 mg WA °F 50 mg, T+ 2F 50 mg WA °F 60 mg, =X °F 60 mg WA <oF
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70 mg, T+ 9F 70 mg WA °F 80 mg, = °F 80 mg WA F 90 mg = ¢F 90 mg WA ¢F 100 mg, T+ <9
100 mg WA 2F 250 mg, T+ oF 250 mg WA °F 500 mg, T+ °F 500 mg WA 2F 1000 mg, T=E 2F 1000 mg
WA ok 1500 mg, T=E 2F 1500 mg WA <F 2000 mge]th.

HFREA S, 37 Felel Fel, oF 500 mg hA] oF 2000 mg®] ol%¥ L oF 1 mg A oF 30 nge) £EYSH
oF W/EE EFoS Y/EE olg] fEA WEE YARE, Et olF0 23S FHT Aol duAe
2, 7] %Fold e, 10 ng WA 20 ngdl FEYSAol W/EE FEIS Y/EE o]o] FEA W/EE
SR, olES &G W oF 500 ng oEAL EFE ol TIHoR, Exdfdcls] I, EEUS
dlob R/m SEIE W/EE olo] fFEA R/EE A B, ASHE osel 23 % BRel F4
2949 ARE o QAo 8w Fol weh Gebd Aelth, ol ol Paw BRE thEE oAl
o8l olsl® Aol del FAwe] At
g7) Bejel BEE) the WAL ARE 4 Grhe, A7) AT 49 D 47 ZTG QA 2AA, ol
EFS, "EFSHE" B, SHHCIAY $AF ovis BhEA EBH oJv); th wAM, "o|F EF
A, o)z ABHA e vz olad Aol
woowyel wuold,  §o elwd'e, fof SYumMeEs W/EE xRS uAbbeels
; g 2E nr BFF o], "eum

(fructoologosaccharide)"9} AZnstd o7 Alg¥Tt, & DP X5 zte St
HEA" e "IYHESIHIATIEOIE" 2 AFE 2 e, W2 DP e 2te olEdo U3 HjES
shk AdE ol Holrk., o]yt e DP A olEHUL F,y R/EE Fpe £FEE F4E %
o] Ao|A, A7) F= TEEX Ro|ojE(fructose moiety)o]al, G & FFFHA WolojElojal, n U n 2 2 WA
¢k 10 ojt}.

PolEd ¥we ARvtEIY
%2 Orafti HP o)) ARvpeas(sams oF 2 U] 109 DP M1E Hedth) 2 T2DMS zhs 34219
7] FBG #M Ade] o3k 2Al=e] ol dFEhs at.
% 3 : Orafti GR ©)=de) A=t (SHEE oF 2 A 109 DP HE HEpATh
371 FBG #M o] o] d 2Al=e] ol dFEhs at.

p)

T2DMNE Zte= 3hx}9

T 4 AgFoz 9rbsst o)RdA(C))Y AZutEaA (A nE oF 2 U] 109] DP WHE YEIL) 2
T2DNE 2t &xpo] 37] FBG dlMddlAl o] ole] ZAE9] oo FF3sl= &,

% 5 : Qrafti P95 o)lEde] mEntE1A:(3taEE oF 2 A 109 DP BYES vebdth) 2 T2DME 2= $kx}
o] A7) FBG #olAe] o] ZAE< o] st Az,

=6 ¢ T2ME 2t ghabe] A7) FBG wlM@oll A o] Aol o]E’l 2AEe] adtel vl

= 7 0o« Wo]xEkel FBG Y, #x olEyd T @A Eu(Inulin dose escalation), # 12 gr/day ©I
Y BI7FE(# 12 gr/day inulin add-on).

r

&8 1 ox o] ATl FBG #PE, s+ ofm®l Folke] ©AH F, # 12 gr/day olE¥ FUl=.
=9 olmdId A ARG T R AR T Foll oH-Fx8d A pre-diabetic subject)®] FBG
g 2. () BYHeR [JF7Hsd o]wd(C); (§) ol=d(Orafti GR), (€) ol=dy A Fosd

A& (discontinued treatment with inulin).

5% 10 @ 15 gr/day?] ol=d3 A¥ste ZgEAtel= o
Al ¥ A7 adEE, 24 Y o]F9 FrhHow A&
2011/1469819] %= 2 oA o] Ao el nlo}l & 7)o %

2 ru9
)
2 by
>

11 @ 15 gr/day9] CI9} &4, &xd$-dol, SalwlZduol= &d X859 s X5 59 FAlol|A FBG
Wl Aol oo X&HE 7y 4] a2 61 Y o]Fd A&HE A8E YeERNZ(FEAE wviel ), PCT
70 WO 2011/1469812] & 3 oA vEld A5 A9 A< (continuation)e]t.



[0034]

[0035]

[0036]

[0037]

[0038]

[0039]

SSS0l 10-2104384

L 12 @ o]Ed W FOS Abole] TA(YZ) E scF0SY 38t X (0E8%)E YEhE A5k,

13 @ OFPE 98k Al Alx ¥4 AFE.

w5 AN} I FAH

AR AAgEY e

B ouwe, A28 Ba (D) B4 MM, Jol@ olEd xAEel, A FFENE T

"oz s olEdsl Folgd os e, 4ol

FolAe Qi Tlzwh E uge,

d9dolsl @ AsERE DA A, olEd x4

A8 A% pasel gk,

SYITYEA(ODE, TP A2 B4 US40 AdW MeEs 248 TPHE 449 of
_Er. [e}

ZE(inulin fructans)e =

L
%o

RS
o

2

2
-y
to fe

ok
i
t
o,

2oF. AV ZEEA-ZFIEA A4S |
YEA-ZZE~ AZL2 HE-(1-2)°t. ZH3E ZTHEX HoldEHe HU&H(EE T3%, T P& 47l
Aol Lo upgt EEidh. g aTYgEA FRd AE, wygel W F/F7F S48, AE T2
2 60 DP X9 A E zte, AAY, 7P dvkygo= 2009 DPE xIsHA] gerh.  dEEol &g
A9 100,000¢] DPE 714 4 9 S nzdEAE AT (Cichorium intybus) 2Ry F2, HA

= )

JEPoEd £5H, A¥9 LTed REAo ArRdHn, JAH FEEolt. AAYZYE Fud
Fol, We] oL, B Hof, AAdelN FHHoE MY sk gol, £AH EAL B FE,

o2 o oo & Mo (K [H

e
=
3}(demineralisation), ®2](decolourisation), &A3d T4 AP (activated carbon treatment), w]A|¢]

(micro-filtration), ¥ &% &3l AL},

15

F 25 olakel DPE 21 W&, W A oF 2 WA of 23 i oF 3 WA o 23, ek ukgrA s o 2 1)
oF 10 = oF 3 A oF 10, ¥ mrh o wigASI o 2 WA oF 5, 58] F2 UX F5 E F3 U4 58

)

5

Ll olEd AE], B 2 P FXE Zte olgd ZAEEU o WAY AHA43tE FBG HER £X
de-zlotel Hh vpe 288 3 7peAo] S, EYolA vehla v, wErsta 8 P X 2/
= 49" OF % FOSE 2+ olgdd, dF 5o, A7 AAlddA F718 0= 7[Ale vpe} o], g4 &
2~(commercial source)ZH-E T3 AY EE
F5E F vk Bo ute P A o]ERI(dE ,
219 DP)2, dE Eof, 7] AAddA Bl Frr¥ oz 7AE nief o], H B Fopox dy deAn
(o)
N

il

[*]

=
(Bornet 1994) (1) E& KT} #2 A& Aol U2 FgAQl &2ZRE F5HAY dAde2i Y F54, o
Edo] REHC g4 7R 9él (De Leenheer 1996) (2). Kt} ©& DP o]&Ed, 3] FOSE A %3}7]

Zo , Csanadi and Sisak 2008(3)el #|-&= o] Avt. ZAFH] AHELS agal o tgo 2
wobell de] A" 7Es AMgst] AAHA, Ay a, dx

o
ey
W
N
L

o =
ok

T
rlo

=t

oago] olEd ZAEL, T2DMe] X=E F& dAl AMSHE ous sxdewotst A%E £ k. o
Aol A5-(PCT/AU2011/000622) %=, T2DM #Atoll A FBG el WFFAY Adssted oA, SelFeilel= 4
e Sgrtolme e wxdogolet ¢ S8R AeAEE T YEhia dv. & A9, =g
e @ FPIxset Ze i Exdedoelet sy AUXE YTE, Ee olEdoe] U] &xd
S-dofot A5Fes st A FAE g A3, wepA, oedxn 4 #FE AU ante R
J MAYFY FE A&, A7) 8t 2 2 sxdedole] A8 BEE VxR, oEde oF 5o, 2
REyas,  ZF

SesAYE,  SeHE,  FUgeddus,  Eagus,  Ergus,  sevees,
etele, Zeasavie 9 ohdEdAvEst ge o el xd ol W 45AEY AYL o
A Aol

Zae] Fojd s¥xd9dol H/EE EFEolmE H/Fe /s ol gAlEE fuA 9/EE o9

= ol5Y 2%t U, olEd FAEY I WE X F(combined treatment)ol] thdt Fx}eo] Wk
of Wat, FrAHE A& Edete], U Fx ATk, o=, FBG WS EYUEHEEY] fa & FokelA &
TE Jdu. 4dE £, FBGE A& A& (commencing treatment) 7ol
} A W A 5ol gk Ao WS SAs7] g, dste AR A
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[0040]
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=
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=

=
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el
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&, fold w7t YEnl7] Aol

—_
N
N
6

I

Aol AFelH FIHOoR AEH]

or

B|A)
N

T

T2DNE

[0041]

A FARHE, <nl-FxrA (pre-diabetic)], 13

H =
T

24 o4

ATt

b, A9, 25w, A5 (intrathecal), 7, ¥l

S

3] (transdermal), 3

ﬁo

[0042]

H| A

13

El

A
=

3] = (aqueous or

~

S

A A (colorants),

Z}
=y

d(carrier),

of o Aol w, A7) 3ot

HA Al sk vt

A

j=5

™

o

2}k z)
)

i=

e

J

%
=t

CEAH o A" WEA|(adjuvant),
zA) A A (suspending and dispensing agents),

=i
=

+3

S

A5 B SO (topical) FAERA vl
e

o Aol wHEa

=

=
T
=

3

T (buccal )&
[e)

=

=i
(elixirs)$} 72 AA, T

7
28] Aol
nonaqueous Vehicle) y

[0043]
[0044]
[0045]

M
A

ol
TR
el

(flavors)

ATt

AN 2~ (gum tragacanth)

A E

%5 (flavoring agent).

kel

A Add AE2Q ~(microcrystalline cellulose),

}
<
i

i

o

JJo
o
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2]
el
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"
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[0054]

[0055]

[0056]
[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]
[0068]
[0069]
[0070]

[0071]

SS=50l 10-2104384

g3 FZ(vascular attack), 32| AX(pancreatic depletion)®} #2 &¥dS-dole] H2&S w23 AY
W= a5-294 B 52, &5 BE, rdE =5 I 5] 9 e B ougo] Ay 2AE U}
2 T JAY, B dyge] W EE AgoA FH e Fod £ .

2 e EAS] Y8 FuEsdd A 1o GASHA Z1AE AelA R, 8o EAS 2A4E 2 WHoR
A= ek, o™y, 54 4 i”% 2 ool 7] AAISE A, 2 odbie] AP A oo £A
S 93 @A 23gHES ol Fojof stk Aol ZIAlE 2HAQA JMEY W A g Ao zA o] H A
gkolof stk

A Ao

Al 1 o]Ed A9 Y HEE

olEdl XA AL, &7l zteFelA 71AlH wel &, Australian Proteome Analysis Facility (Research
Park Drive, Macquarie University, Sydney, NSW, 2109, Australia)ell <& &= dc}.

BE D AE APAE:

. rlo

A, BE olsd AME/ZAEL YA EAH(commercial sources)Z2FE FAHATH. olEd AT
Sigma Aldrich (PN: 12255-10G, LN: 099F71251V) =B TJ= AL, 4 7He] Zelgh olEdl xAl&, 5 Orafti
Inc., BelgiumZH-E 4%, Orafti HP, Orafti GR, Orafti P95 @ Aoz JF7153k o] 5H(CI)(Just
Like Sugar, Inc., Las Vegas, Nevada, USAZ B +53)o] A HC}.

R IEE:

EF olEd &9 24 e olEd 2AELS, AR hot MilliQ EollA SlHo=2ZM 1 mg/mlo] FXeA A
253, AHE Aol deow YAANZY. 7o) fole Z47be) o AMEA AxHA, TIEF x4 sl
A wAE30, 9 77te) gEe) BHE o

A
EAE L EFS 3 Y B Asom AqEY. Y] BF
3

=
Aol Eeld & skl AyHAT ¢

W OAZE 1 omg/mldlA 2Zkel Aoldt 9 ool WM AZRAG. ol
A(blank) ZA AFLHYE. A7) 71FE 7)Y A GA Y] BES LIRS

EE, BPA, oW AF, BRI, oW AF, B9, oMF A4S, 292, W@ 45, 292, oW
BE, B9, B

A7l EF E 4 Y AEe BAe, I d¥ Y EY HE(pulsed amperometric detection, HPAEC-PAD) <}
IS Lole-wsl grntE gy A]2~®(Dionex Pty Ltd, Lane Cove, Australia) 2FollA 235 ict.

7t= ZA# (Guard Column): CarboPac PA200 guard column (3 x 50 mm)

za == CarboPac PA200 column (3 x 250 mm)

a4 2

1

30 C

F9 H3(Injection volume): 25 pL

_13_



[0072]
[0073]

[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

[0083]

SS50l 10-2104384

5% &X(Flow rate): 0.5 mL/min

Sl A =100 mM NaOH
B = 500 mM CHsCOONa in 100 mM NaOH
C = MilliQ water
D = 200 mM NaOH

W3l E (Gradient):
Time (min) %A %B %C | %D
0 77.6 24 0 20
5 77.6 24 0 20
40 56 24.0 0 20
45 56 24.0 0 20
55 77.6 24 0 20

Ave] EA(Quality), AL 9 g8A4:

25 Al 9] 9(All three runs)<, EIZEH 7] o5d 2T 9 A7) 4 A9 olsd AE d&)] 5¢
3 An= 93, A e d3E, 71 (reference point)[F &%, AUA 31 2 A7) A2l A3
S 437 fdl], v Z2ade] oF Ko du, F7F FEe] s 2 FEd shUEA Ads

= B Aol thsfa % RSD < 1 % 2 A

A el 9S8 wel e AEZRRE, o]gd ymo Be HER
=3 39 S & < 5 %= YERITH(Analysis of these peaks, from each sample across the three runs

showed a %RSD <1% for the retention time and <5% for the number of peaks detected. ). 7] 949 % =
o=, BYS FEA AR st Zzhe] wbE FA xlolo tiesitt. AEE IA9 &, I 99 ¢ =
o]+ Dionex Chromeleon AZEgojo|A AAH vtetn gl wel =1},

AZwEaR I3 e FE ¥4 2 3 BEHTE 98k etk ztdsl AWS AX, 337t BgE

Ao, A7) A" AZEYO= A7 93 e 5 MHAHITH(By way of brief explanation, when a peak
is integrated the system software places a number above the peak). wW&tA, Z}Zte] I 2ulE 1A A
7] 93 FAE "1"S, A7 g3t dad A] delde thdk As-FZ(cross-reference) S 7HsEA st
xoAel I3 1" giggtk. Y] X F ERlE B Aol Y] Y-F w9 ol [U=EF
(nanoCoulombs)]o]t}.

Sigma Aldrich2%-E9] ol=d %FEL 7|78 Tt AHSdAtH(E 1), A3 543 da/dHe=z 4
71 7175 H ZFE8e AL, A7) T2DM $Ape] X Fo A ARRE zHzbe] olEd ZA|E ud 4] A=nt

Eaae wrtet] 98 AbeE Sl

AAld 2 0 T2DM EAelA SEMESrio|E/0lEY FEF-AE - Aol oW HAEY AF
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[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]
[0093]

[0094]

[0095]
[0096]

[0097]

[0098]

[0099]

SS=50dl 10-2104384

H A7) 382 AgE, B FnEH o= xFHE, PCT/AU2011/000622¢] 7] A% =

i)
SE,
i)
Wi
2
=2
=

9 A AH(Subject) :

T2DM, A& Als(atrial fibrillation), ¥y, 18T Fd v =(high blood cholesterol) % =34
(osteocarthritis)e] WS zte vvto g BFH 309 AAHF A5 20s 65 Al YolE 4.

j==1==

49 Alel FAbE T2DNe R FGEAT. A7) e SEWEdelel=og gnme] uis] A sl
(Alphapharm Pty Ltd) (3 x 5 mg/day = 15mg/day).

O0TC T+ 1 y¥te] F71E (supplements):

ol=¥ : 12 grams/day 4 grams — 3FFol] 3 ¥

olmd xAle EA= Al 100 71| npeh 2ot

g gile, AlFzAe] A Al wE}t Accu-Chek Performa (Roche, Mannheim, Germany) Tl®po]Z~ (CAT/ TYP
04680464002 mmol/L and 55404204955)& AR&stod SAHJT. T ¥Fo] FAFEE tute] =7t gk ALgE = 2
o}.

A3

Orafti HP ZAE< &3}

Orafti HP o]=¢9 A% Ao, $x3+= 5.7 £0.21 mmol/Le Hi 3+ Zol H FBG #¥S 2k 15 g/dayol A
CIE &HSIITH(HERRA] &65). 21 g/daye] Z=mle] & 2 o], 23 o]de] DP Wglol ofsf S4Ao)z1 37
AEZ =3 Orafti HP o]&d ZAES, 5.7 £0.21 mmol/LEF-E wid 4 8.8 £0.7 mmol/L7FA <] FBG #'&
A Ade Z71E Aoz vehdch. A ol AR AmnETW W 3xte] FRG #W Aol o
3 olZd ZAE9 old] oI EIE= 20 AAFHel gk, o33 Zrlw 9Fe], Orafti HP o]E o)
ZHlE ZFREI, 32, A7) FBRG dl®o] Ao R Zole wi7bA (IS AH3E AS §-A8UTh (e 2 Ux

oF 602 DP Helol 9& 5-XF). Orafti HP olsdo] A= oo, 719, &a, &8 3 2 55
T e o FAo] BAHES x= F45tH(Patient claimed that during Orafti HP inulin intake
1

the symptoms of diabetes, such as lethargy, sweating, muscle weakness and pain had returned).

Orafti GR ZA|E9 F3}:

Orafti GR ol=99] A3 Ao, A=, 5.2 = 0.2 mmol/Le] H+ wig FBG @3} &7 15 g/dayellA] CI
HIEJATE, ~ 15 - 21 g/daye] &M g & Fdl, <F 10 U|#] 60<] DP 9ol o3 SRR 7] 2%
3 Orafti GR o]=¥d ZAE(10 Bt} 22 DPoll 3t F=AE 2t olsde] 543 o] =3 YEUS)
5.2 & 0.2 mmol/LellA 6.8 £ 0.2 mmol/L7}A9] S7he FBG &l¥-& 4@3&.4&%@. FIFH o7 30
g/day® Orafti GR HFHE Z7MA71= AL, FBG U Ad3s ZAxzx o=z JepWth(Further increasing
Orafti GR intake to 30 g/day resulted in normalization of FBG levels). olEW ZA|&E9 IA=EwnE1x 9
3kzte] FBG dlollA o]zidt o]Ed ZAE old AsdtE ayE T 39 ZIAEe] k. A= Orafti GR
9] o]H3 HL FoJF] AW Foto] £ 7S zZh=t}(Patient claimed feeling well during consumption
of this high dose of Orafti GR).

Mo oft B>

|
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[0100]

[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

[0110]
[0111]

[0112]

[0113]

[0114]

SS90l 10-2104384

A710l vk wkeh 2 Sk, RE ARRlA FBG #l@e] ®Eskek @71 15 g/dayolA CIE ZHSHSAH.
d o) AzvtEag g fate] FBG dEel A o] o]H i olmd A= ol W&t A

Orafti P95 o]&w&e AFH Ao, &A= 5.4 + 0.3 mmol/Le H wi& FBG dA=E 15 g/dayoE A8 E T}

~ 12 g/dayd] Z&#H]9] 3 & Fo, 3 UH 109 DP S5l e ERAXW A7) AE SF Orafti P95 o]=d

ZAELS A FBG FEs zﬂ%é}aiﬂ}. Orafti P95 olvd ZAIES AZutE 13 9 3kx}o] FBG #'¥ A

) % 5o Z1AEe] ATk, Orafti P95 E<obel], 3kate whels o

el oud AT §lal, Mol ESS IxE FHEAG. b= o)#d FAE] TR ST
(e}

o
o
olo
ol
e
o
=)
N
3

Orafti GRo| ¢Jsf FBG #|®e] AA3}=, Auj=E(at ~ 30 g/day) ©|2]3t o5 B} H& %S Q13
213 A= ggFe] dAuk(= 2 9 37 = 3 P = 4oA FARvEIHS vlwsta, 3aEe] o U
fl)e] 23 olatz DPot 3 olmW S Hfety] wiEol, oldd A= 2 wje] ol CI (15 g/day)t Wl g
7o FBG AAtE 93 ez dvh. g dPoeR, (v, sxdedels i 1o e Asans
Ao R yehdlE oF 23 olte] DPE 2zt Hth We olmd(d= 70 WA 80 %) FHF-FTHCI contained
more inulin with DP below about 23 which resulted in better synergisms with sulfonylurea).

A3tel hxH o2 Orafti P95l 93l FBGS] A43li=, AH|=H(at ~ 12 g/day) ©]#3F o]=#e HT} ¥
< 2 g, o) 2AES EF(E 2 WA 5ol AZvlEI#S Hla)7F &F 10 o|dle] DPE Zt=
EUS BAeh] uiol, oz W we ko] o] dt 2A|ELS, CI9F H|agk Aol (15 g/day), FBGS] A4

ol st HHoRHE, Hup v DP WHE, & 5o <F 23 o|sto|A v, upEAElA oF 2 WX 239 Rl A,
Boh wgAetAl, oF 2 UiAx] 109 HJellA, Hrt ﬂ sk A oF 2 UjA] ¢ 55 zZtE oy

Wealtk. F2 WA F55 E3she olm o] Bt & DP M7t o& Eo] of 23 oSl ArY, #xd 99
olo} A ®HT} V& AsadES AF3ch(Highly preferred is inulin comprising F2 to F5 provides better
synergy with sulfonylurea than higher DP ranges, eg. above about 23)(%= 2 WX 6= ZaslE}).

AAe 3 : A28 S 4% SEPvgel=/ol=d W& X H(combination therapy): AMd H3

i) A=z}

a4 de 2o Taone] WEE 2te, vtoRA BRE 339 AMAY AFE zhz, 59 Ao ol oA,

55 Al9] 3kxl= T2DMe 2 JeEQleh.  oAbe 2ol awl-Xx & (diet-only treatment)VFS- )
FBG #=E Qldle] 57 Ao, A= ZEv|ug]=(1 mg/day, 1 mg once daily)® X&EHATF. A7 FoJzke
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[0115]
[0116]

[0117]

[0118]
[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

[0130]
[0131]

[0132]

[0133]

[0134]

SS90l 10-2104384

Lnge] 27h2 27be9la, @A) oleld B, Feldvlels v 4 nge HgHac.

OTC =& =1 ¥to] HEE:

2 A 1500 mg/day o F Wi
ol =™ (CI): 12 grams/day 4 grams— 3}5° A W
H}H -

S22 2% uo]

‘Er
g9 g A xxte] Ao wel, Accu-Chek Performa(Roche, Mannheim, Germany) tlwv}e]lZ~ (CAT/ TYP
04680464003 mmol/L and 55405079196) & A}-&3fo] =A =},

A}

I E g B4 olEdY adrt 2AEAT.  olEde] W8 X = (inulin combination therapy)
ol 2 ol #xte] FBG o] MES AFSIUIL, 7 mmol/L oo 2 AoH A gttt = 72, YER A
Aol A g FBG #® FHoS ebdtk. X 29 ZAH(Conditions of treatments)S dl7]e] 71Al = o] Qdt}:

[¢]

2011 69:

FBG #lo] wlo]x~ekql 574 setell, €Ak shfol 3 ¥ 4 mge] Folgor Ievye|=s LU,

2011 79

olzg¥lE, dFY T 3 gr/day (HAF wiwbth 1 gr, dhFel 3 W)OoE EQdHAY. olE
gr/day(AAF wjvit} 2 gr, &l 3 ®), 3 Fol 9 gr/day(HAF wwith 3 gr, skl 3

gr/day(HA} wiobtt 4 gr, &FFol] 3 M)o= F7hE AT

2011 8¢ Al 10¢:

A=, 4 gr/meal 2 AL winitt o= AHAHE AFHATHI2 gr/day total). 7] HolHE, Hlo]2gkld
A~ 8 mmol/L2H-E 3 29 ol5d AFHe ol ~ 6 mmol/LZ ~ 2 mmol/L #2425 YeERNATH(The data
demonstrates ~ 2 mmol/L reduction, from ~ 8 mmol/L at baseline to ~ 6 mmol/L at the end of 3 months

Inulin intake). ZA¥= = 7oA YeRSiY.

371 Bx1e] FBG B, olydo] ZEWg=et At WgF 12 grams/dayo® AH|E A, A @A
o 7MZA FEFHAT., A7) 3kx=, olEH F7FeE oYX M| (consumption of inulin boosted energy),
S A A9, 93E O 55, 2 dAHoR BHo uge Ao A AZS AFTTE FHSA.

ANl 4 A2Y BB AT YA E/JEY BE A& A B
] A}

T2DMS] 7}&53S zh=, ZA|F(overweigh) 02 BEF9 299 A AAFS zh= 54 A9 vo]E A,

== =50

50 Ale] kAt T2DNE Adhwbskeh. ojabE Aol aW-AmvWhE FHESIY. S7HE FBG dE® Qlske] 52 Al
of, A= S IA=(5 mg/day, 1 mg once daily)® A=HAT. 7] FAZFS 5 mgel S7F= S7HE AL
A olelgl Bxt=, S HAE, eFFel 3 H 5 mg, 15 mg/days H-E&3TH
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[0135]

[0136]

[0137]
[0138]

[0139]

[0140]

[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]
[0153]

[0154]

S=59d 10-2104384
-1 m—o] E;—E%:

o] =¥ (CI): 12 grams/day 4 grams- s}l A W

HFH -

22 2% tupe] s

=
g e Azxte] Ao wal, Accu-Chek Performa(Roche, Mannheim, Germany) tiu}lo]2~ (CAT/ TYP
04680464003 mmol/L and 55405079196)E Apg&&te] =4 = At}

A}

oYX = G g4 olEde &yt 2AHEAT. olEHe #WE XZE(inulin combination therapy) %
of 2 o, &= FBG #lMo] 7 mmol/L FHZ FeFoz 249Ut L 8L, UrE]r‘% A4 Wi FBG
W F4S ekl X189 =4 (Conditions of treatments)S d}7]el 714 & o]

\<

2011 7.

FBG #@He] wo]~e} &4 Fobd, e 35 I 15 mgd] Fogoz FIAXNEE W9kth(patient was on
Glipizide at the dose of 15 mg per day).

2011 8.

olEdL UFY F¢t 3 gr/day (AAF wimith 1 gr, dFe] 3 ¥MH)ow E=JEHATY. olE
gr/day(HAF ®imbch 2 gr, sFF 3 W), 3 Fo 9 gr/day(HA} wimith 3 gr, sFF4 3
gr/day(2JAF wuje} 4 gr, sFFol 3 ®W)o = Z7FE AT

20114 9¢ Wi 10¥:

A=, 4 gr/meal 2 AL wuit) o] Ed HHE ASEHUATH(12 gr/day total). 7] dlolEl=, Hlo]2=gflel
A~ 6.5 mol/L2FE 2 &9 olsd AHdFHe woA ~ 5 mmol/LZ ~ 1.5 mmol/L #AE YENY. A=
% 8ellA] 71A = o] 2l

%471 2] FBG B2, olde] A=t Ajste] o
WA B EEAT. A7) @A, oYY 4n|, FlE A %
o2 Yehl= S7HE oluA dde 2 dAdow Hu) HL%

12 grams/dayo. 2 4B Ao, AA g
A, & eFe AV 4 F9 TUE AT

4
Aol A AT ATEE T

AAlY 5 @ olzd dAdXES & € du-F=wA Qe FE A ]9 A3 (its withdrawal on
fasting blood glucose levels of a pre-diabetic individual): A}&] B3t

i) Az}

T2DMe] 7F5E S 2t AAIT R BRE 289 AATF AFE 2t 4649 volE B4

HFH .

22 2% tupe] s

=
g e A zxte] Aol wal, Accu-Chek Performa(Roche, Mannheim, Germany) tiu}o]2~ (CAT/ TYP
04680464003 mmol/L and 55405441515) 5 A}&3te] ZA =t}
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[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

SS=50l 10-2104384

N
™
)
N
5
.

o
N
ot
o
o
2
o

bove normal

g (CDH((1M),

Fy AT AT odd Fogmyy ofE
= %o, ol : =
T3 pHE. EXdSeol ABE B Al A

limits)(approx. 6.0 mmol/L)Z FBG #|'®8& z+=,
aga gl olEd (Orafti GR) (§)o= o]Ed
= ol txdez, 13 AL 7 ke 12 WA 1 I

We Wekx] ekttt 6 Y Bk ol=#(€)9 T (Discontinuation), ©]# 3 7§ 1e] FBS oA ofwg sk
HAAE H3lE Az or JehA FgtH(=E 9).

K off
2
o
=
z
2
o
i

AAe 6 : A2y FHd Ui A =/olEd HE X H(Combination Therapy) : Al H3L

B AAo=, 9 mmol/L ool 2HEEHX &= 9 A A A9 10 d w9 S FHAe]= X 5(30 mg,
once daily) 3o FAZHE A = ek, olEd Sk, ole A B xdH,
PCT/AU2011/000622] 71 A% whe} bo] ddd oz Q]47hssdt o] (Cl)ote WS =& At ek
gk "9 gt SA& PCI/AU2011/0006220 71 A1l whel 2l A, olsd WE X=e] avol 24 /M4

L
>
Wor

STHQ Halsty Ayl oo B 47| WA/ FBG, HAIC X KT Z2THY

—

[o0] D o i i (o] o~
(@] (@] ol o L) L) o
o o o o o o (@)
o~ N N N o~ o~ N
S~ S~ S~ S~ S~ S~ S~
™~ < o~ N o ™~ o
(@] (@] — o - (@] -
S~ S~ ~ S~ S~ S~ S~
o o ™~ o [+)] o o
o~ N i — —l — o
82 @hH(fasting glucose)(®d & 3 - 5.5 mmol/L) 60|77 |74 |51 |73 |75|82
HAIC(H A <7 %) 70 72|78 72|76 7.2
S AHEEHA 3.1 - 51 mmol/L) 44 | 42 |29 | 44 | 47 | 48|43
EZ|22| M2 E(EA 0.5-2mmol/L) 1.2 15|08 | 1209|1409
HDL( A > 1 mmol/L) 1.0 12| 11|12 |14|13 |14
LDL(™ 4 0-3.5 mmol/L) 29 23|14 |26 |29 |29 |25
2tAE IOl 2H H|Z(coronary risk ratio)( A < 5) 2.6 34 (3731

AAA 7 0 A2E FeEE AY SYANSFFol=/ol=d B4 A8 1 62 F I FFE A5 B

2 A 84 717F B W o) CIE AEHoz 583k PCT/AU2011/0006222] A Ao 3o 7A€
whol e xR RE ] FHE dolgE vehla, ZFWlEetvlo]=(5 ng, 5ol A W) ¥E A5 2 W&
o frAbE ZRESZS A&5F AL FBG AdE gdstet

AgollA FAE FAGE AS 71AE Hkek 2 5]
3L, A7) AAF W9l Yol o] 54 A3t This Example shows extended data from a patient as described in
Example 3 of PCT/AU2011/000622 who continued taking CI for an extended period of time (over 5 year),
and combination therapy with Glibenclaminde (5mg, three times daily) and continued following a similar
protocol as described Maintaining the patient on combination therapy with this inulin preparation has
normalized the FBG levels and maintained them within the normal range]. ©o]#3dF AF¢ ZAx= & 11 2
st719] & 20 Z1AES ATk, ks o mEbny 32 PCT/AU2011/00062290 7]A1€ whe} 2o, A7) 4
= olmd WHE AR #meol 63 MY ol FAHE AoE vEd d7]9 i 2 ¥ & 119 71AEe] 2

ojf et ol XAEY T W8 AmAA 7] FAE FASHE AL 7] FBG dESs Adsleta ] A

W W o5 fAT
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[0162]

[0163]

[0164]

[ 2]

Cl £7}2(Cladd-on) % 22| 22t0t0|

C C}al
— =2

X|Z0|AM Xte] FGL, HAIC & X2 Z=20tY

<] o] (o2} o —l
(o] o <] o o o (@) — I — —
o o o o o — — o o - -
o o~ o o~ o~ o o o~ o~ (@) o
S T R e (= I R I = R AT R
— o o i — oM o o (@] o (o))
S e S S I O I N S B B
n o - — [aV] o N~ o~ — N~ o
ZE Hoh(HA 3 - 5.5 mmol/L) 10| 6 |63|51| 7 |64 5417569
HAIC(H A <7 %) 65| 7 6.6 6.9 | 69 | 68|69 |65
Sy AHE®EA 31-51mmol/l) | 623136384444 3.8 43
E2|22|ME|IE(HA 05-2mmol/y) | 4 |11 1 | 1 | 1 |16 1.5 1.2
HDL(R AL > 1 mmol/L) 12 | 1.2 1.4 | 1.3 1.1 1.6
LDL(RAF 0—3.5 mmol/L) 14 | 1.9 25| 2.4 2 2.1
ZAzEoio| QE H|g(™HA <)) 26| 3 3.1 |34

AAld 8
guideline)9] <

gog B4 T2 BY L

[}

10-2104384

FAZZEA ZFAEY g FAL849 Jlol=& < (compositional
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[0165]

[0166]

omn
J
Jm
Qﬂ

[3% 3]
40|13 Ol X2 2RZEEX TUSLAZEEL 00 i HHE ZeehIOligofructose
content of different inulin preparations (including guide to oligofructose terminology)]. &7| 22|12 &

EAo| A|EQl ==, Australian Proteome Analysis FacilityOl A Z™ |11 QUL

: CAS . Relative conc.
o x| ] ]
°° ' %)
oFof QIBFE] O/ @ (b)
3
G 2=3A 921-60-8 0.5+0.4 4-—
f— 0,
F ZEEA 30237-26- | 3.4%03 | 12%
- 4
GF  agza 57-50-1 39414
CF:  rmgeg H2rEA E2/A7}210/ E grisaccharide = 470699 21112
2/ aApzpap | (Kestose s): 1-FA £ A (kestose)
0/ =(Difruct [1F-b-d-
ooligosacch EEZELF e ML TEA
aride) (fructofuranosylsucrose)]
Fz ojs=H/2 9005-80-5 | 25%1.5
A(Inulobi
0se)
GFs | Ez/mge | LAgx @A AEA(heokestosg) | 13133-07- 1 3.15:03 82
8 91%
2z/a4p5f | (Nystose (6G-b-d-
o2 iT, A .
2O/ E(Trifr ESEIFEYTIES);
uctooligosa
ccharide)
F3 ols=EzZ 58208-59- | 14.9+0.5
- 6
2A(Inulot
riose)
CF«  gezzg =£&F B E2tA7H240/ = 63204
(BF9) ES2/ A Bl L] (Tetrasaccharides):
FB0[E(Tet | AEA L/;\E_/:(nystose) [1F(1-b-d-
rafructoolig | (Fructof ZEEFCrA)2 £IE4],
osaccharide | uranosyl 6G(1-b-d-Z 5 E- E2f+A)2
) nystose)
f£I2A I 1F(1-b-d-
ZEEZZf & A)- 6G(1-b-d-
ZEELZr L) FI2A;
F4 O|l=2HE 16.1+0.8
BEA
(Inulotetr
ose)

_21_
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[0167]

GFs | megmz2e rcm2E HERAZIZH| =
(0P) 2E[ A7} | EEf A (Pentasaccharides): 1F(1-b
2f0[E(Pent @ L[AEA d-ZEEZEICAN3 £32A
afructooligo | (Difructo 6G(1-b-d-ZEE- ZEgtr-4h3
saccharide) = furanosy _ -
Inystose £32A, 1IF1-bd-ZEEZE
) Bl 4)2-6G (1-b-d-ZEEZ
Etcd) 324 U IFQ-b
d-ZEET b M)-6G(1-b-d-
DZEEFEILA)2 £IEA,
Fs o|EZHE
L2A(Inulo
pentose)
GFs AT EE EgzZ SJAfAFF[EFO[ E(Hexasacchar
(OP7) 220M5 | EZE ides): 1F(1-b-d-
ZfO[E(Hexa @ AL[AE EEEF ) 7R,
fructooligos | (Trifry 6G(1-b-d- ZEEFEL-4)4
accharide) ctofuran F£IEA 1F(1-b-d-
osy)lnyst TEEFEZfr A)3 -6G(1-b-d-
ose,
ZEEFE L &) FTEA,
1F(1-b-d-
ZE£EZEZ fructofur)-
Of i &/ (anosyl))-6G(1-b-d-
ZEEFC L A)3 2L
2 1F1-b- &-
T EEEEf - A)2-6G(1-b-d-
ZEEFErA)2 £IEA,
Fe o|EZg4
L2A(Inulo
hexose)
GF; HEfEEE EH|EgtT HEFALZ}E}O[ £ (Heptasaccha
(DPs) 22T} EEDZ rides): 1F(1-b-d-
o Hept | & &L ZEEF )5 £I2L
afructooligo . g A(Tetr
saccharide) afructof
uranosyl
nystose)
F7 olEZ¥E
L2A(Inulo
heptose)
GFs  egmze  mezz
O gaaus | EFEs:
Bf0[E(Octa @ AL[AE
fructooligos A(Penta
accharide) fructofur
anosyin
ystose)

_22_
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[0168]

[0169]

[0170]

[ o/E=Z2E
2Adnulo
octose)

GFs | gyrjojz=g @ HuzE
(DP10) Iz
ES2/ai | EFEE
F}Ef0/|S(En | HL/AE
neafructoo_li A(Hexaf
gosacchari ructofur
de)
anosyin
ystose)
E o/g=0)L/
Of(Inuloen
nea)
GFv | przgE @ HEEZ
=Xy FEfz
2}0/E(Deca | AL[AE
fructooligos | +penta
accharide) |t cofur
anosylin
ystose)
Ero = 2 ff/EfInulodeca)
GF

(@) Tetrahedron: Asymmetry 16 (2005) 33-37

(b) International Journal of Food Science and Technology 2009, 44, 947-952

[ 4]

0|=2l Orafti P95 M (inulin Orafti P95 compositions)2|

22| 1ZEEA(OF) ek

(Australian Proteomic analysis facilityO| A =44 2l

P9529| Ztzto| Ex} F4o] MU E
Comp OF AVE SD
DP2 F2 8.908464 | 0.452405
DP2 GF 4.873426 | 1.293211
DP3 F3 14.20397 | 0.486451
DP3 GF2 8.931783 | 0.288154
DP4 F4 16.19856 | 1.982083
DP4 GF3 3.279108 | 0.707716
DP5 F5 8.257493 | 0.791346
DP5 GF4 4687028 | 0.74578
DP6 F6 0.800649 | 0.085048
DP2 F2+GF 13.78 1.745542
DP3 F3+GF2 23.14 0.25201
DP4 FA+GF3 19.48 1.434588
DP5 F5+GF4 12.94 1532591

S/ ¥ 5 9 6, HxUdols &
Aolt}

<4%

SS90l 10-2104384

#3t= wEAE olEd A (inulin composition)d] <iL
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S=50l 10-2104384

[0173] [% 5]

sc FOS 8l Sensus OFP(EE|LZE2EEA ZH)E Z=&st= HO|E 0|2 ZH Q| =22|1Fo Hl
ek
HA 84 scFOS? O|2X 9l O|&E8l | FSANZ

HE USA Edst P95 ﬁgg?gg BP/USP | O|=¢&l

GRAS 2y '
(Theoretical
Special
Interest)

GF; HAEA

(Ketose)
GF; LIAEA
GF, ZEEH-Y

EA

(Fructosyl-

nytose)
GFs LI ¢
GFs .
GF,
GFg
GFy
GF1o HISOUY JUUN
GF.10 . /

Me-Ats 2 E-22|1ZH(Short-Chain Fructo-oligo saccharides)

[0174] e

[0175] [% 6]
HetEl @ AE A2|otel S8 FA "AAN'e =2 FoE O|=2 XX
Short AAN CAS Relative
Hand conc.
GF2 |:|EE—E%E|_T'_A|-9}E}O|E(EEE HALAEA) 470-69-9 4-8%
GFs EQ|Z2E 23| TAFIRI0|C(EE LAEA) 13133-07-8
GF4 E1|EE}E%E%EI1WPEPOIE 84 - 95%
GFs HEIZZE 23| DA}EI0|E
GFe SAZEE 22T AF}RI0|E
GF7 o=4]E|-u3523| NEIEINS
GFs SElZEZE 23T AFRI0IE
G ALolZRE 22 TR0l 55,
GF1o HItZEEg2|DAFIEI0|E

[0176]

[0177] Lozt HuE Y3, ol %L FOS Alole] #A P scFOSe] 31&4el +x5 Uelle AlEErt & 129 71A
Hol 9ar, ol Assr wIAoA T E S i, ddbel] o] 8§d 4 Q).

[0178] AAe] 9 1 B dge] ZAZqA AHEE7] 98 olERS AlFRd= WY

_24_



[0179]

[0180]

[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

=50l 102104384

oin

B odbgol A EM AFES 9% Aeolw OF 2/mE FOSeF s 9/ E ulgdzsta 8 DP X5 e

ol ZAES AR #5715 £tk dE 5of, Al 8A Z]AlE 7] OFP, Sensus OFPE

Sensus(Borchwerf 3, 4704 RG Roosendaal, The Netherlands)oll 9]&l A|z=¥ 3 FulE%ict. Sensus OFP9} 2

AHEQ olEd FABL, oE B9, AAY, olElxA(artichoke) T3 E& A& 22, olEdAL FIH3t:=
A 1

B4 249 a44 JigEddd o8 Seude] EFERA dubdoz FEHrt
2%, Sensus Aol E(http://www.sensus.nl/home-2.0.html)oNA FFAA U578+
A= Ak, A7) Ax FH2, BU A% Z2A4 A 9 o137 34, & d

=
2 gy da, A k. gutd o R Sensus OFPE A7) 918 42, A

N

o g e E s, =
AL B3 A &Fol2=d ¥ (sliced roots)E FEsHE AS Xt 7] HAA dAE 1PE £ o9
Ag AAZY. 2 o, @d3}/2 M (demineralisation/decolourisation)®] ¥ HokolA Ld#x wpHoz
oAttt F7FEQ A WA, dE Bof, EUE BF 1Axd, 399 BE AHoRA IHE SR e F
To ANES AAHoR G, A AAES FHEE AASY] A8 AMEE 7] OFP AAE AW A
2 B ol Wby ol BALE-E SensusEHE F5E 4 9 Sensusoll 93l FwE 7] AAES, Ax 24
stoll Al o] dEE WA AEchd, ANAZRE Hojm 59 B AE & U

I ko] Heo e wdEE aihs, 7EAEA olsdS AEste Yo 7AlE oJmslk shue] FAA A ALE-
2 L . oy Y e HEE ade, SUIE XA o2 ASHA @t vk aes
(levansucrase), 1,4-<3-2F7+ 6-Ldu-Z] Z A E A A gto}A| (1,4-alpha-glucan 6-alpha-
glycosyltransferase), 2,1-Z5%H(2, 1-fructan): 2, 1-FEE-F2EAE AT olA (2, 1-fructanl-

fructosyltransferase), ©olE#tolAl(inulinase), HIEF-ZEEFe}=AlthobA](beta-fructofuranosidase),
g2 du-FFFA oAl (sucrose apha-glucosidase), 2,6-HEl-Z 8 6-gwkH] Q3] =E2}o} A (2,6-beta-
fructan 6-levanbiohydrolase), ZZEF WEl-Z 2 EA|t}o] A (fructan beta-fructosidase), EE=EF WEF92 1)-
IHEATolA, ol TYEEMATEolA (DFA-I-forming), °l=d T HEE N olA(DFA-11 forming).
ol#d A, HolgHolA, o E 59| http://www.brenda-enzymes.info/ A & A A= 4 ).

FOS AjA4F © W} vbe DP o=+l

e A7) 2SN AREE 919 FOS(ab AR e F2 WA F5E ek 10 ofske] DP FAE A
ol Ed), Aol ZIAlE e} 2 TAAAHR ZA, Ee Aol ZIAlE vked 2 WHS ARgSte] Al f
ARSE OF AlZ22 58 JAld 5 Aok, oyst A g, A7]dd 714" vhel Zo] EZale] = My &
AE ol&3t

FOSE, 7149 #3](digestion of substrates)(21) wl olugl HE-FROoZRE 4 7|29 A4 (22)F =
b= 2 ofddlA oug VwEA ANE FE vk nASE g4(23)S AMEeE 34 2 F83% 540
24 WZgeA AR 9 $980240)S 2t 1 W] AE e J=% AlF(ordered manufacture) & 1% W
By ZE oovhe] EAF(25)S AEsheE 1 gt AEe] e ARgE = k. (26)0] VIAlE whe} 2
< Wh3e] 1S RYEE] fd Aelle 1A AMEE HEgk 2t

Be wIAE, o5 HMAt FuEdaoR EFHE(27), FOSY AxkS ZIAST. oy, o] AlaEe, A
b, 2%, pH, 714 EE 93 34 MY ¥ i, Agst Wy 9 owkg FEshe] HA sl Wk ol
o] 7} ko] (7Zn, Mg, Pb, Pt)$} & FE-Q 2 (co-factors) AF&S dao= 3dr}.

Hd 718l (Synthetic strategies)o] gk AR&E S vk, 7IAE A AES vl 7122 o] 2ollA u-
A Alz=glel WLl da, oE o, A9 ZFzIHs, FFHA EF 39 (convergent block
synthesis), ©d % thp-ohAl Adf, AR-AHAQ 7
-a4% W (combined semi-enzymatic methods)S XFehE M4 Aol H§S X, P H 9o,
Z8 WSy 7F AFLE QY. Bk Hato AL, oA 2 vlolazal wisl®E Al2®l(laser and micro-wave

™o

1

(Chemo-selective strategies), A =L Agte db
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[0187]

[0188]

[0189]

[0190]

[0191]

[0192]

[0193]

[0194]

SSS0l 10-2104384

mediated systems) & Th&= X33}

o] Wl ARE A|AES e o] J4x 2 WE W (ionic catch and release methodology)(28), HPLC
Hxd Asstd A|2E(29)02 A18E 5 rh. vloledsmoA dnbdon A8 Alx®lo] gk A"
TR QA o]g AL AV F4, $EH on]-AHEg], Mx &3 2 aird 9gs ¥ 4 ).

8 FAS M e, B2 DP EAE EAT FOSEE] e 2 Ad &4 T f)Ae o] B
g Z/EE A& WA Aol e mAl #E B o] && EFele Alxwlo] wgk ¥FHEITh oljd &
2w, 5% B9 ¥y AE 47 3, dAAE € JIAE L EUEREH A R g, o)Eg a4
= 22kl dloJE{Hlo]A(dE E9], http://www.brenda-enzymes.info/)E Mo =M HA wd" = o},

GF2, GF3 ¥ GF4+=, a2 E3 (30)9] Holx 16 WA 17 71 A4H vle} o] 2EAoR g4 B -TYHEFIH -
Alttol Al (fructofuranosidase) & AHE3le 22 HE AxE FX Q).

d2 S0}, gdxEgy fAe Aoz 98k DPo FOSE TS = dE 54 2D f7Ale £l ol5o)
ol &7Fssltd A8E = e 01 T3z, FAaRsE, vo]EE(31) Bk oYl &4A(32)E
3k, AE 99 Tﬂr%%% *fﬂ EE 48 fUIAE 238 Aoja, el 1 wre fUiAE 45

J= NI =AY ads ztes ﬁ%% SH3-3k}H(33) [Likely sources will include organisms that are known to

exude extracellular polysaccharides, for biofilms (31) as well as yeasts (32), other organisms of

interest include those that have demonstrable bifidogenic effect (33)1. At B4l nAgES O}U}E
EA(L2A HAE), W AR e 203 {3714, R/EE ‘i}% Jqd FAH[dE B, 7=
U2 (pseudomonas) ]9} £ Swte] H o2 HE FE|HAY 5 E =2 Ao},

b
e
r

FOS AF e kg el AA4a ddd e 342, oo HAZ FutdomA 2
71 g wkep o), EaE o]

AAe] 10 @ olEd ZAEY 99 Fo Y =AE

2ol 71A1E ol ZAE, dF Eo], AAld 8 2 99 7]AE OFP, FOS, =& OF 5 o= shvte, 1A =
92 AT Fo FHEA APACR IFE &= IAW, Fo FEY Az dFEA, FE %él
(actives) T 3} o]e] okAlstr o r 3F&rls3dt HA, A e FIAE ¥ AdorA Az
A A7) Fof Fe=, dAA[o]EH, EY(tonic), WA (tincture) 52 XA F& 1 HL«] L%Q
N FEE, X ol(spray), A, AHH(emulsion), FEY, FHo]~E(paste)], AAZ AYA
gl A FdE 7 T ol (wafer); AU (pastille), ¥ (granules), ¥, A<} Zzlfi
= ] TAAE e, 7124, 289, FY, "wusta fuge e v I E
g, 2 W o=, A3 (transdermal), 3 2] (sublingual), —T—/\V}‘gf&, —T—O
Fghstch, B FopoA LR Z2AY Ve, ATHoR 8t 2
TH(UukH © 2 Remington's Pharmaceut1cal Sciences(4) 2 d& = 'E}jl
Fasteh).  olfg AFE Axsr] fa, 2o TiAE 2 D] s o]ite
AdzxdE 39y, €98, 89 £= 7‘54_% Nol Fej=, o & 591, *gﬂiﬂﬂ,_i Bl
= rgsAet EFsFo R, AT H o R FEIlee HA e FFEAL EFE. oA
Il T S ,8_

rlr ;‘r
rt

)

Hﬂ_x_

(@]
~

¢

% e

ofo
N

il
e do (o oft

L
2
ikl
R
BT

= AsAlE, ditstEA, Hé?o(bulkmg) R
(capsule lubricants), Jlo] ¥ (chelating), , M2 (colouring), Zs}Al, HZA|(desiccant), 3|AA],
347 (emol lient), Wﬁ}lﬂ(emulsﬁlcatlon), 'é% A (film forming), v (flavours), EA|(glidant)
= Aol WA (anti-caking),  HEFA(humectant),  FFA|(sorbent), R (stiffening), &3
(sequestering), ¥E(suspending), 7"l (sweetening), ®#H(tonifying), & WHIA(water repelling), &
7H&-3hAl (wetting/solubilising) & % FIE3 (4) WA (20) 59 o= 3shvte] 7]AE wiel 22 AS Al

T 2

o
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[0195]

[0196]
[0197]
[0198]

[0199]

[0200]

[0201]

[0202]

[0203]

[0204]

[0205]

sk oY’ As

tilo
R

Frar,

ahkel AA e, AASH(tabletting)=, 7EA ool =dd
54 FHIE

ZEE e Heo Ievy Ao oA 57hsst
- #g](Dissociation), #&(partitioning) % &34

- W= 4A4(dissolution) ¥ HE 2 <¢HAA
o]
H

v

— ]:Q‘_/K

O

(Palatability), FoJ=F £, #-T=H(pack-ability) %

I FoAME AAE HAlsy] A @ AR srle 2edth

SSS0l 10-2104384

4% gue 2AZ AFsapl aa, e

fola A w}e}n e (Commercial and identification parameters)

- R o Agdd FaAdEo 9%(Quantity of active to be delivered per dose)

- N7 2 =50 U3t= EA(Desirable attributes of timing and delivery)

- QFA A (Stability) ¥ ¥ (reactivity)

710l g Akl FaEdel dHelA, FrhHQl &4 ¥Rk of

L

Chapter 1 (ref. 19), and Chapters 6, 8, 11 and 13 (ref. 20)°l A

GA, A 2/x=E a2 e #HUkAl=, € B (capsule shells),

A (lubricants) 2 ZAZAES Eststar, sl oAt AEZQ A

g GA A F T2 TE T,
A" £ . oS Bof, g B
ZAA(filler), ixﬂ(deswcants) &

Foluy B4 At selzzuzs

(hypromellose), FEQ XA, FHEQA-H-3lo| = o|E(lactose-monohydrate), PF1U|E ZE|oldo]E, ZEY

2E"d, dAAZE AEZA(microcrystalline cellulose), XH|=
glycolate), &4

4
2498 AuHoR FH Aol

_27_

2F =2 ZFEZdolE(sodium starch

- (starch-maize), oH]-A}esE = (starch pre-gelatinised), ZEo}2AF Ti=

HA S/EE W] HTHAlE, A=Al A ZA s lel AlsEr. w2 SR



[0206]

Acacia

Acesulfame Potassium

Acetic Acid, Glacial

Acetone

Acetyltriethyl Citrate

Agar

Albumin

Alcohol

Alginic Acid

Aliphatic Polyesters

Alitame

Almond Qil

Alpha Tocopherol

Aluminum Hydroxide Adjuvant
Aluminum Oxide

Aluminum Phosphate Adjuvant

Aluminum Stearate
Ammonia Solution

Ammonium Alginate

Ascorbic Acid

Ascorbyl Palmitate
Aspartame

Attapulgite

Bentonite

Benzalkonium Chloride
Benzethonium Chloride
Benzoic Acid

Benzyl Alcohol

Benzyl Benzoate

Boric Acid

Bronopol

Butylated Hydroxytoluene
Butylparaben

Calcium Alginate

Calcium Carbonate

Calcium Phosphate Dibasic
Anhydrous

Calcium Phosphate, Dibasic
Dihydrate

Calcium Phosphate, Tribasic
Calcium Stearate

Calcium Sulfate

Canola Oil

Carbomer

Carbon Dioxide
Carboxymethylcellulose Calci
um

Carboxymethylcellulose Sodi
um

Carrageenan

Castor Oll

Castor Oil, Hydrogenated
Cellulose, Microcrystalline
Cellulose, Powdered
Cellulose, Silicified Microcry
stalline

Cellulose Acetate

Cellulose Acetate Phthalate

Ethyl Oleate

Ethyl Vanillin

Ethylcellulose

Ethylene Glycol Palmitostear
ate

Ethylene Vinyl Acetate
Ethylparaben

Fructose

Fumaric Acid

Gelatin

Glucose, Liquid

Glycerin

Glyceryl Behenate

Glyceryl Monooleate
Glyceryl Monostearate
Glyceryl Palmitostearate
Glycofurol

Guar Gum

Hectorite
Heptafluoropropane (HFC)
Hexetidine

Hydrocarbons (HC)
Hydrochloric Acid
Hydroxyethyl Cellulose
Hydroxyethylmethyl Cellulos
e

Hydroxypropyl Cellulose
Hydroxypropyl Cellulose, Lo
w-substituted

Hydroxypropyl Starch
Hypromellose

Hypromellose Acetate Succi
nate

Hypromellose Phthalate
Imidurea

Inulin

Iron Oxides

Isomalt

Isopropyl Alcohol

Isopropyl Myristate

Isopropyl Palmitate

Kaolin

Lactic Acid

Lactitol

Lactose, Anhydrous

Lactose, Monohydrate
Lactose, Spray-Dried

Lanolin

Lanolin Alcohols

Lanolin Hydrous

Lauric Acid

Lecithin

Leucine

Linoleic Acid

Macrogol 15 Hydroxystearate
Magnesium Aluminum Silicat
e

Magnesium Carbonate Magn
esium Oxide

Polyethylene Oxide
Polymethacrylates
Poly(methyl vinyl ether/maleic a
nhydride)

Polyoxyethylene Alkyl Ethers
Polyoxyethylene Castor Oil Deri
vatives

Polyoxyethylene Sorbitan Fatty
Acid Esters
Polyoxyethylene Stearates
Polyvinyl Acetate Phthalate
Polyvinyl Alcohol
Potassium Alginate
Potassium Benzoate
Potassium Bicarbonate
Potassium Chloride
Potassium Citrate
Potassium Hydroxide
Potassium Metabisulfite
Potassium Sorbate
Povidone

Propionic Acid

Propyl Gallate

Propylene Carbonate
Propylene Glycol

Propylene Glycol Alginate
Propylparaben
2-Pyrrolidone

Raffinose

Saccharin

Saccharin Sodium

Saponite

Sesame Oil

Shellac

Simethicone

Sodium Acetate

Sodium Alginate

Sodium Ascorbate

Sodium Benzoate

Sodium Bicarbonate
Sodium Borate

Sodium Chloride

Sodium Citrate Dihydrate
Sodium Cyclamate

Sodium Hyaluronate
Sodium Hydroxide

Sodium Lactate

Sodium Lauryl Sulfate
Sodium Metabisulfite
Sodium Phosphate

Dibasic Sodium Phosphate
Monobasic Sodium Propionate
Sodium Starch Glycolate
Sodium Stearyl Fumarate
Sodium Sulfite

Sorbic Acid

_28_
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[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

CeratoniaCetostearyl Alcohol
Cetrimide

Cetyl Alcohol
Cetylpyridinium Chloride
Chitosan

Chlorhexidine
Chlorobutanol
Chlorocresol
Chlorodifluoroethane (HCFC)
Chlorofluorocarbons (CFC)
Chloroxylenol

Cholesterol

Citric Acid Monohydrate
Colloidal Silicon Dioxide
Coloring Agents
Copovidone

Corn Oil

Cottonseed Oil

Cresol

Croscarmellose Sodium
Crospovidone
Cyclodextrins
Cyclomethicone
Denatonium Benzoate
Dextrates

Dextrin

Dextrose

Dibutyl Phthalate

Dibutyl Sebacate
Diethanolamine

Diethyl Phthalate
Difluoroethane (HFC)
Dimethicone

Dimethyl Ether

Dimethyl Phthalate
Dimethyl Sulfoxide
Dimethylacetamide
Disodium Edetate
Docusate Sodium
Edetic Acid

Erythorbic Acid
Erythritol

Ethyl Acetate

Ethyl Lactate

Ethyl Maltol

Magnesium Silicate
Magnesium Stearate
Magnesium Trisilicate
Malic Acid

Maltitol

Maltitol Solution
Maltodextrin

Maltol

Maltose

Mannitol

Medium-chain Triglycerides
Meglumine

Menthol

Methylcellulose
Methylparaben

Mineral Oil

Light Mineral Oil and Lanolin
Alcohols
Monoethanolamine
Monosodium Glutamate
Monothioglycerol

Myristic Acid
Neohesperidin Dihydrochalcone

Nitrogen

Nitrous Oxide
Octyldodecanol

Oleic Acid Oleyl Alcohol
Olive Ol

Palmitic Acid

Paraffin

Peanut Oil

Pectin

Petrolatum

Petrolatum and Lanolin Alcoho
Is

Phenol

Phenoxyethanol
Phenylethyl Alcohol Phenylmer
curic Acetate
Phenylmercuric Borate
Phenylmercuric Nitrate
Phosphoric Acid
Polacrilin Potassium
Poloxamer
Polycarbophil
Polydextrose
Polyethylene Glycol

A3} T4 (Tabletting process):

0] -] &4 9]

oin
J
Jm
Qﬂ

10-2104384

Sorbitan Esters (Sorbitan Fatty A
cid Esters)

Sorbitol

Soybean Oil

Starch

Starch Pregelatinized Starch St
erilizable Maize

Stearic Acid

Stearyl Alcohol

Sucralose

Sucrose

Sugar, Compressible

Sugar, Confectioner’s

Sugar Spheres
Sulfobutylether b-Cyclodextri
n

Sulfuric Acid

Sunflower Oil

Suppository Bases, Hard Fat
Talc

Tartaric Acid

Tetrafluoroethane (HFC)

Thaumatin

Thimerosal

Thymol

Titanium Dioxide
Tragacanth

Trehalose

Triacetin

Tributyl Citrate
Triethanolamine

Triethyl Citrate

Vanillin

Vegetable Oil, Hydrogenated
Water

Wax, Anionic Emulsifying
Wax, Carnauba

Wax, Cetyl Esters

Wax, Microcrystalline
Wax, Nonionic Emulsifying
Wax, White

Wax, Yellow

Xanthan Gum

Xylitol

Zein

Zinc Acetate

Zinc Stearate

A QL A m=A, dlr]e] AAE] wE AAZE ArtE A

27 2 (Raw materials)

Claim/Label

mg/tablet

Batch

wder)**

o| &2l mt2E{(Inulin po

1500 ] 1500 mg

70233 g

= [ ——
25 5% 2

(Sodium starch glycollate)

2|2 0lE

63 mg 295 g

ofadls

2 H|Ot2| 0| E
(Magnesium stearate)

8 mg 375 g

o BH S

wid7] 2AFAAM A7) ol BT

FOS, =+ OF %9 842

1571 mg

)

kvl 2okl EVE, R ARoRA sxdgeolet 9 o As
= -

# o) ol

d ZAE, A5 9, AAld 8 & 99 71A1E OFP,

Sensus brand OFPE &i3l= AA7F A XA},
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[0213]

[0214]

[0215]

[0216]

[0217]
[0218]
[0219]

[0220]

[0221]

[0222]

[0223]

SSS0l 10-2104384

© ZHEZYHIAPEelR) B AjtE BEA F ojug A Ato]o] HuHA = AT ARl 9la, olE 7+
Z TEE kAo XstEo] Qa, BYA dEozA QA Eo] ti(There are no reported interactions
between Inulin (or fructo oligosaccharides) and any of the proposed excipients, each of which are
included in a number of pharmacopeia and are recognised as excipient ingredients).

WAAGE AF 5 FUTdCIES we Hold WFol du, Az P HURVE Az 7] 3
A% A% AzlA B disintergrant) 24 AHERE. oleld RIAE HAHAOR APE AOR Wy
B, oprmEnin feoR FYT F gk 2F wU FeFUolE ¥ FemWH= FAEL @ QY
(ze)) ok Alole] mud oFsbHel 4% gl Yrk. ANEW (1D, (13), (14) ¥ (15)%E oleld &3
of PR F7HHQ ok dolEE TV 7] AEE FEE, 2 A 8 6 Al RA Q88 AW Fx

v 2Hokd ol E 8 mg(0.5% w/w)

vl 2EolglolEx 1A F71AH(AE ool E
W (tabletting and encapsulation regimes)ol Ao &
oheFst Fo] Yejo| H3wk Fadk 5Aola, A 2w A DAl

determined for batch to batch consistency). ol BAA CyllyMg0, (5911.34 2@ G2 Q1 3}8h4]

kv U]E/\ ol

:cg
i
oX
i
2
(o3
I
ro
=
=]
fe
w
—t
o
D

dHT = gl AR mydr. ofxIY, HE v 9 giiiEe] dZBolt AS Xt AEY
SHA AREHA S 7 dd. FaEd (1), (13), (14) 2 (15« olgs &4 s #7130 <k dlolH
(Pharmacopeial data)E &f3ttt. 8" F%=+, 0.259F 5 % w/w Alo]e] UnkAQl Fxeo} s/, -3 A

o2 adEr),
A A de 71 drk. ARl FARES a47]9] W (regimes) & ARESE] AZE At

4 ZA|(Materials preparation)

I
d

- %o g =H(Dose form assembly)

|
o2
"

g

2 37]4 (Quality control and packaging)

24 A=, dxd 8EE AT AGES A% A7 2248 e A B A7 FEAY g doew
FHom BAbE = AS 27| I, o=, Aol #dd FoAY FHE Axd=dH Ewol WA F=
W YAE GRlstar, H/Es AASE, B A e olde 238y tHke]X(screening device) & &
3 THE= 2, 2Adde] AuEn. Aaede, e, w-Abe Be 4dd A e Ad v &
T =de 25 HAE = AEY(sampling) R QC 24 22 2 we] 24 WA=, oleldt dAlClA R A
&2 & v

24 A= B4 illing), Arbzo] A7]dlM HaHAY REste = dAS B3 29T 5 g, dubgo
2, o= /WEAR] AR g/Ex Ed=(blends), 1 We A A FHANE s U, 2= ddES B
Aol Ewol Har, 7] AR A A wel, e A er A8d s A Ee B '
ofell A ojw gt FTAE FAHES ApEste] AFHH I, Z:ii(choppers) sl™  (hammer mills), 1E}QIY
(grinder), 5% &4 (vertical impact), 3% (high shear), & #37](ball mills) ()& XEFsHE FX <
AHEE I

Feld Fo FdEz BIe 3 24 AES Azxsy] s, Zdd(blending)ol AHEE FE ).
Bdde, AHHQA FAHLZA T AB-u]X|(sub-batch), HIA|oA HAPE F= glar, dHA Yo AL &
Ao elAQl =5 3 anks ARk oz AREE ol A EACNA, V] AitEe diHow AF
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[0224]

[0225]

[0226]

[0227]

[0228]

[0229]

SS50l 10-2104384

sheal, &5

5
A
B

A% EdY (wet and dry blending)& &-F& ZHolt}.

A% EAYE, "HE¥ (tumbling), 22 EdY(ribbon blending), JF % A3 Wiz 2o diF TA
(turbulent process)s ¥RFHo = H{siry, E3he] By o A&, &4 a5 A, vga A7]dAe H
21, 471 249 F3hHhydration), A EZ (prevailing) 2 7] AP EAT 55 =29l 2 33 =

Aol whe} debd Zlolrt,

"33k (granulation)" 9k & oH|-ZF(pre-blending) HEi= H|-YFH ALEVF =3 AARHEY. HHE, F
+ e 1z A9, 455 #H3(fluid bed granulation), AZ I}H3} FAH HFa(moisture activated dry
granulation), &% HAZX(spray drying) 53 & WS Abgsle] Ax=E & drt. FA4=, dF 59, &,
Y3 (tinctures) BE—‘C— 4], ~¥"(steam) & &3l® FAHLA(melted components)E 8 4 Ut F&
EE F§AVF AMEE AR, o2, &, I¥F, AL 7], @9 (dehydration), FZ(desiccation), 37
(setting), A**(aglng) Y 3o o 7] HHstE dFgo iy dnbgo Rz AAHE.

AE Z2A o, AAlE o5 Fo FHE AFH. LWy o=R ol FAHL, "thol(dies)" Alel9] T
T B2 548 48 453 "Zd X (presses)"E AMEEte]; IR R AEstE] 9tk o]# g thol=, ¢
g 3] whE T oo AR A FZH(complementary pieces)S FETFEaL, o2 ¢ldle] Ay XA E o] 4
H-Aelg Z7], B, dust 2@ AuAde HAR 4FHY. 4F, 7t 2 7AE Sl AredE F
ATt

At o gb5d GA=, HE9 (tunbling), P21 (brushing), & ol oa] wHobxltk(de-dusted).

P55 Foll, 2 7o A7) Fo el AAY tARRle] o) ZFXJAXIvtH A§E 1Y EFS ARESt =
gd Fx g, ol A7 1A Fo] Fefe] MA(colouring), B3} (smoothing), el W&, ¢k EE= &
3} EAo B8 9 AY 4% dd. Hobd HA(De-dusted tablet) "Fol(cores)"E I HHE oo BF
A, 28X gow, sHgd FHORA, Eiz ANHOoR wHle] FoA, gy AA :ole] r-mus u

g 12 A8 AA ke AAsE ¥ EHE AYEHIL, AxsE AS 7FsetA drh(De-dusted tablet
"cores" are tumbled and then sprayed or otherwise coated with a liquid or liquefied coating material
that is applied evenly across the outer—surface of the tablet cores, usually in several layers or as
an extended process, and then allowed to dry).

3
54 9 dZ7bed 4ser £4&. 44, B2 L wE 08 AHgstel S99t
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[0230]

[0231]

[0232]

[0233]

[0234]

SS90l 10-2104384

g 501, 471 2AEd wek AgE Aol dal, HAER A7) EeAQd setrE e o= shr)ek 2ok

HAE 5 87ss He Ref Method(s)

MZ & 9 (42

SEf (8 8}CH(describe))

HA ((quantity))

Ha zay 1571 mg *BP Appendix XII C

Zako| A +/-5% A2 F JEEeE 20 RAE

(Uniformity of mass) = 149245 to 1649.55 mg | S22 =S, AV WL ZE2
+/-10% AFsLE 471 HEEQ EEQ

=1413.9 to 1728.1mg NMT 2= 5 % O|Ato| H ZEZFo|A

HojLtL, ozt AR 10 % Olde
2 HOLX| %=CHNMT 2 of the
individual masses deviate from the
average mass by more than 5% and
none deviates by more than 10%).

£ 3}(Dissolution) 308 0|8t *BP Appendix XII B

(Not more than 30 minutes) | EA&QI gr= 118 H &

(Conventional release solid dosage

forms)
HAMRZ| 42 1% ZgF &4 0|5} *BP Appendix XVII G
(Friability) (Not more than 1% weight | FEIE|X| ¥ K|

loss)
It 3| 2(Breaking Force) | (5 E) 6 7i2| A2l Max | **USP/ *BP
and Min =5

[(to be determined) Max

and Min newtons of 6
tablets]

H&(Dosage from)Q| | 30 7§ ™A e AL *BP Appendix XII C
294
* BP-British Pharmacopeia (ref. 11). **USP-US Pharmacopeia (ref. 13).

ada o gadll, ¥ AAs, &S (blisters), W(bottles), WA (dispensers) & EdT = 3l
= A9 i W2 2EY. ofud 7]y = 28 (labelling)ol, 71 ik A<(identity), =4
lintegrity) R BIE FA8HA A Adsivtd, AH82 += Ut

AAd 110 exds-dote] &9 Fo FYE Ffehe oled
gl oy Aw B exdgdote omEt sh ] o] Fol e, Hl-AldHed A=A, olEd
oF m A B2 R E5E G

v S gu. 47 @) ol Fels} O}M & W)

b

&

Mi

),

il

M
o ot
W 4o -

2% o
o o N

(o

ri‘i op it
N
N
olr
ot
N
o]

and, if being compressed into a tablet dosage form, on compressibility of inulin so as to provide for
an acceptable size tablet). o]&E&9ol & A7o] 7|49 v} = Fo e & ok 5 mg WA °F 50 mg9)
HAd 2 vk, Ajet Fo Fel=, & Eo], 500 WA 1000 mg] ol=d ® 1 WA 30 mge] #xd5-d
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obE EFE AAY FE Avkreld, AgE FxdSdele] Bl net woh ge FE Arh. 3 U4 4
Aol el Fol Fel, EAH AR[AE Fol, BF wAMe] Aslovering) 1T B3/ A3 AL 3
® mgHET, zzke] 4Re Fe, wek A olmdd dHAel ofF Ads 278 FolF Fes wy
e AL sl Bo, o 2 5% g

[0235] [ 7)

MEHE =z 2y o] & F ChEFd|(sugar monomers)e| 24t £%3

Gr/mole
CsH1,06 ZE232 Mw 180.15588
CsH1206 ZIEEA Mw 180.15588 mmole
C3HpsCIN;OsS =2 E|#IZEtor0| = 494.004 15 mg daily 3x) = 0.030364
C15H21N;05S =2|Z2IXI0|E 323412 30 mg daily (1x)= 0.092761
C24H34N405S =2|H IOz E 490.617 4 mg daily (1x) = 0.008153
C,1H,7N:0,S == = 445.536 15 mg daily (3%)= 0.033667
[0236]
[0237] [% 8]
o|=/ZeHEenolE
12 gram/15 mg per day Ratio (w/w)
MW Lowest (gn)* Highest (gr)* Inulin/Glib  Inulin/Glib
gr/mole Lowest Highest
F3 540.47 2532 3336 169 222
GF2 540.47 168 324 11 22
F4 720.62 2052 2760 137 184
GF3 720.62 468 756 31 50
F5 900.78 1044 1572 70 105
GF4 900.78 660 1140 44 76
F6 1080.94 660 1044 44 70
GF5 1080.94 708 1008 47 67
F3+F4+F5= 5628 7668 375 511
15 gram/15 mg per day Ratio (w/w)
MW Lowest (gn* Highest (gr)* Inulin/Glib Inulin/Glib
gr/mole Lowest Highest
F3 540.47 3165 4170 211 278
GF2 54047 210 405 14 27
F4 720.62 2565 3450 171 230
GF3 720.62 585 945 39 63
F5 900.78 1305 1965 87 131
GF4 900.78 825 1425 55 95
Fé 1080.94 825 1305 55 87
GF5 1080.94 885 1260 59 84
F3+F4+F5= 7035 9585 469 639
[0238]
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[0239]

[0240]

[ 9]

o|=2l/2E|Eaxto| =

omn
J
Jm
Qﬂ

12 gram/30 mg per day Ratio (w/w)
MW Lowest (gr)* Highest (gr)* Inulin/Glic Inulin/Glic
gr/mole Lowest Highest

F3 540.47 2532 3336 84 111
GF2 54047 168 324 6 11
F4 720.62 2052 2760 68 92
GF3 720.62 468 756 16 25
F5 900.78 1044 1572 35 52
GF4 900.78 660 1140 22 38
F6 1080.94 660 1044 22 35
GF5 1080.94 708 1008 24 34

F3+F4+F5= 5628 7668 188 256

15 gram/30 mg per day Ratio (w/w)
MW Lowest (gn* Highest (gn* Inulin/Glic Inulin/Glic
gr/mole Lowest Highest

F3 54047 3165 4170 105.5 139
GF2 54047 210 405 7 135
F4 720.62 2565 3450 85.5 115
GF3 720.62 585 945 195 315
F5 900.78 1305 1965 435 65.5
GF4 900.78 825 1425 27.5 475
F6 1080.94 825 1305 275 435
GF5 1080.94 885 1260 29.5 42

F3+F4+F5= 7035 9585 235 320

_34_
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[0241]

[0242]

ol=2/ZcHuz=

12 gram/4 mg per day Ratio (w/w)
MW Lowest(gr)* Highest (gn)* Inulin/Glim Inulin/Glim
gr/mole Lowest Highest
F3 540.468 2532 3336 633 834
GF2 540.468 168 324 42 81
F4 720.624 2052 2760 513 690
GF3 720.624 468 756 117 189
F5 900.779 1044 1572 261 393
GF4 900.779 660 1140 165 285
F6 1080.935 660 1044 165 261
GF5 1080.935 708 1008 177 252
F3+F4+F5= 5628 7668 1407 1917
15 gram/4 mg per day Ratio (w/w)
MW Lowest (gn* Highest (gr)* Inulin/Glim Inulin/Glim
gr/mole Lowest Highest
F3 540.468 3165 4170 791 1043
GF2 540.468 210 405 53 101
F4 720.624 2565 3450 641 863
GF3 720.624 585 945 146 236
F5 900.779 1305 1965 326 491
GF4 900.779 825 1425 206 356
39 1080.935 825 1305 206 326
GF5 1080.935 885 1260 221 315
F3+F4+F5= 7035 9585 1758.75 2396.25
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[0243] [ 11]

o0& 2l/2 2T X| E(Glipizide)
12 gram/15 mg per day Ratio (w/w)
MW Lowest (gn* Highest (gr)* Inulin/Glip Inulin/Glip
gr/mole Lowest Highest

F3 540.47 2532 3336 169 222
GF2 540.47 168 324 11 22
F4 720.62 2052 2760 137 184
GF3 720.62 468 756 31 50
F5 900.78 1044 1572 70 105
GF4 900.78 660 1140 44 76
Fo 1080.94 660 1044 44 70
GF5 1080.94 708 1008 47 67

F3+F4+F5= 5628 7668 375.2 511.2

15 gram/15 mg per day Ratio (w/w)
MW Lowest (gr)* Highest (gr)* Inulin/Glip Inulin/Glip
gr/mole Lowest Highest

F3 540.47 3165 4170 211 278
GF2 540.47 210 405 14 27
F4 720.62 2565 3450 171 230
GF3 720.62 585 945 39 63
F5 900.78 1305 1965 87 131
GF4 900.78 825 1425 55 95
F6 1080.94 825 1305 55 87
GF5 1080.94 885 1260 59 84

F3+F4+F5= 7035 9585 469 639

* The "lowest(gn)” & “highest(gn)” #=Al= &7| 0|2 ZHO|M EFE OFo 7tHNQ FH&g 7|£2

SHC

[0244] e

[0245] [ 12]

MelE Yo i 983 SELLOY/0lET S U B HlE(molar ratios)2| RO
T’d(Composition) 8 Hls = HE

=c|dlS20t0| E.0| & &l 1:375 L{X| 1:639 1:.286 L{X| 1:484

Z 8| Z28}K0|E:0| =&l 1:188 L§X| 1:320 1:94 WX| 1:158

=2/l oz =08l 1:1407 L{X] 1:2396 11066 L{X| 1:1801

=2|I| K| E0| &l 1:375 - 1:639 1:.258 — 1:436

[0246]

[0247] 2 Foke s¥xtE, 7] & v]&o] Sensus OFPE AREste] Alibel vhel o], ARg¥ olwde o wet
e 219 S olaE Ao olo wEbA], 7] Hl&L, Bt} 22 G849 olxd I ¢ R &% &
2lal(discret pure oligos)® THE Zlolth. & Foke] SR, A7 A8 A0 AMEE Fojgd 7x¥
olelg Hl&S& WA ALtS=AE o|a T Aoltt.
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[0248] AANd 12 @ YA AF

s %

[0249] = BAA A

=l

glycemic control)olA] °]&
7] dghefuge] whal =S
A o] oju gk shitol
EE‘: FOSe] oju st x4
a7 olEd-ZA
P957} ARE-E ATt
Z ¥ 997 o}(second generation sulfonylurea) (B2 s}k
2 A= ) 9d
ok, (i) 5 99 #¥(fasting blood glucose
JJr 26 27 1} e (end-point parameters) 9
F2 ¥ (post prandial glucose levels, PPGL),
( GLP-1) ¥ (vii) 89 Jd&d ddz 22,
SAHAT. Y] mlola R E 22k (stool

hm}

=

;3

ﬁr

ol A, ORAFTI
, A2 A
S
7H7H°J% E3He
levels, FGL), (ii) sIZ2=2W Alc (HAlc) 2 (iii)
A7) olEd-2AEY] aHrt SAEAT. (iv) AT =
(v) Y EZ2o (fructoseamine), (vi) SF7F2-FA} '%QE]E
I vle] "gynd #Add u}ﬂ(diabetes related markers)”7}
doa Aystst, HA 2, HAET JAA £S5, C W oE, A=

microflora), 2]X-t}FF(LPS), 4
a8l o d&ke] S/ (ophthalmic COIldlthIlS)“é’ ArEl =, AEDZ ouaso] . stale] ST A,
W (Variables) 7} &3 =4 A7) 2 zAE 9 %
0]:?;:]6‘]-, L-“L,‘f_u}

Az EHFoR

o)1=
(e .

=gk
K

O

rd k

F,o3Ate] ko] A3 e 2= ol& 12 2 &Exdo-gole
ok 3} Footyet 7] olEd ZAE 9 sxdedole] X3 obHAd 2 AUl (tolerability)ol
sxdeeote] F4, BE, UL L A Fbe] mnt E4)
o] 4 7f
A , L]—O
2}9l FGLS
sulfonylurea anti-diabetics)<

Kol
=

EI
m{n

=
hyA
-
=
)
r

FE’L'_I?L'F.E nlo

7

El

T

JIN'X
o?i

=%

ATk

;9
7“

[e)

2
SR=z]

Ll

[0250] 3 9 W B o=
o hal, #Ae oo

] U‘r. 271 7 mmol/LY]

a5 (F 36Uﬂ91 ap)o], olEdt AN S=ZF . zhzo)
6744 vlA (genetic background)ol] wa} F29 F3
F2} 7} ’ﬂ‘ﬁﬂ‘iiq I 12 gixTela, HAAAR AE F
: FUYol -y wolty, 1% 2+, 3 x 1.5 grams (4.5
grams/day) oA 7] 8ot sExdgdoldie] AR o]Fo]x JrH(Group 2
consists of patients on sulfonylurea and taking the
grams/day) doses). I3 32, 6 x 1.5 grams (9 grams/day) FoHORE o]lEd ZAES
ol e A= o]Fo]A k. IF 4=, 9 x 1.5 grams (13.5 grams/day) Tl A o]
|3t wxdf-HotelAe] AR o]Fojx QJrt. Z7|e] Z}7te] 7S FHE FAFoR A:
=, AR5 12 F Fd, oAme FxE 29 FGLAA oAwdk AR YeElX] &ka, aEla W oheell ]
ZA Fo7F 1 e 12 %ot 4.5 grams/day =7t &l Z7FE A= 9)(In the event that after 12
weeks of treatment, any patient showing no improvement on his/her FGL then the inulin preparation dose
is increased by 4.5 grams/day increments for the following 12 weeks). ©]2]3l A& oA AL&% o]l F
A& Fueo dd FoAgHL, A7 /Q1(41 grams/day)] AHIE 93 FA (S 9], FSANZ & TGA
FDAFHE A A dd T3 olsto|t}. o]g g x1E XW(This treatment regime), TFYE bl <
TolA olEH HW/HEE FOSO] ZAE 2 2Ho FAFS HAEG T

Ll

é;ﬁm{mm{m

Hjo] 2
(
|

olEd EAES

m
>*?‘~

L
L

O

o]
3

inulin preparation at 3 x 1.5 grams (4.5

=
T

[0251]

ru:

=1
S

o
[=]
[=]

E0oj2k Hetol Zgh(Combination trial dosage regimen)

X| 2 (treatments)
Ol Y/E= FOS ZHQ Eoi2
(grams/day)
2830 AJRHOIM | 44F2] AZfOl|A

Fﬂ
_>,'|_

Lo
2T

%0

=z
ENE

TEC

L”_

of

|_|

[[{rll

12 0] AJZfOf A

ofm 3+ A2 AlcH
(any second generation)
OftE ot H|2 M|CH
OlE3h K2 M CH
Ot ot A|2 M|CH

0 0 0

4.5
9
13.5

4.5-9
9-13.5
13.5-18

4.5-13.5
9-18
13.5-22.5

22.5

[0252]
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053] ® awol 5AE AAFHe] we AAHAeAnE, o A8 2 wdel g8 % BA% Axeh s
velo] =@ LFE L olaT Aolt)
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