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(45) I~t~”>~ 9 2012. 12.05

(21) ~i*~ 200980145544 4 ,461P 3/06(2006. 01)

(22)~ìWH 2009.11.13 A6IP 39/06(2006. 01)

(30) 1it~*&~ (56) 5~t kbtfl
RM2008A000615 2008. 11 17 ~ GARDANA CLAUDIO EF AL. Evaluation

of f[avonoids and furanocouinat ms froni

(85)~ 9 Citrus berganiia (Bei gainot) ju inc aix!

2011.05. 16 identifmcaLion of new cornpounds (MOLECULES

(86)PCTWfl~&~ (BASEL, SWITZERLAND) ) 2008, ~S 134 (3B 9

PCi /182009/055060 2009. 11. 13 iVj ), 2220—9.

(87)PCTW~&~ Wfl. ~

W02010/055490 EN 2010. 05. 20

(73) 4~1*YJ’.~

tt~tjL~

(72)~t~À flt~L ~E~I~S
~ì~4~t a~4~

(74) ~t1 ~R#J Jflf~~
3 1002

(51) nt CI

MIX 36/752(2006. 01) *~JLR 14 1 1J~ i~I1M ji) 5 ~

(54) ~
* i~i +i~-T~tU t~t~tt~1t~
~

(sv) ir~
*~Q~)j~’$ z&bkl’)h—l’t[I ~ (berganiol Unii tj

Ò 4~k )k (albedo)(Cmtmus Bergainia Risso &
Poitean) ~~
ff1, )LjlJLb++41?Jb ?JIf~5t ffl4jE)1~Jf11 (lypeinmc)

{I1I(R~k (gl3ceIIimc) yrj~4~Pf-N~iir1~4t
~
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i. —11’ffl rf. I J~Ut~[~LJ:T~*’P i 4QfIY~jJj~’2~, :[t44~jF i’~F EF, ~F9i’~~
a) €iFW~’& ~j~~
h) iii ~‘f 1’~~IJ9? ~[1~~t4~9 LiS~f~!T!JBZ
c) )i~W~{ b) ~) ~iY’Jf9~I*J ~~0. 5%

d)~ h) 1~Ii ‘~J
e) ID JUT 30000 iù5j~’1’~iU~? ~ J~ ~hk FÙ7 SiSi5~i’j iVi krt&

E) ~~L~’&I~N~i~)
g) )I]Jkt’f 30C —50 CÙ’JqhìJ ~ n’i~rt~iriJ3)ii~t -r-,~

){4$ pH -J~6~5?i5 12—14 1i~i1i~I~ )9~[flj~~ .~5~)j3~jx~
h) ~~ ) luiblfl pii IS?~ f 3. 0 ~Jijtj1fJI’&,

) 9Z~~qfl)j~ ~M ~Jb ~ ~j:jtzjZiL;1JyLt~lj[~i:J$i_)~ Vi
2. t[)I~’J~~R 1~j’it~j:tjff~F J~, J1 [‘J3jJ[~Vi1I)U [~Pi’N~THtIM~hI~ J~i?k1!f~i

if’~’ Femmine1io~I~antastico *11 / iiJ~ Castagnaro0

3.~ j~r fji7f~f, flin1tEJ~ i~W~i~ b) ‘+‘J9F~dS~I~:

)i~: ~4~JJQ~ ~
4. tu ~JJ~t;’ I NJ~iibì~iEit, ~E)i~WTh~ e) t)9?~L4~L!
~Vi i[~i~ iìij~1E0

5. M~ -?3~”i~i~i~, :j~:4~’fjF?hl::Jt, } ~ j~

4~iLfffiW~i~Th~ <14%~

6.~ i9ìt~i~Pi~ìJ~, J~[.4~jiE&EF, t ~ J) )~E7J9j3~j~
t4ki;11X4~1x1F’fT4’)1Jt±;, r!j~jj:_~j5J)j~:tt)jiiTC,

7. hk ih~*3t5f’Jfl I )~? ~ÙiJi~fl~HIfl~ h) ~JflJ5~kO

8. )À~Li1~L*5t4hJ~YR 1—6 ~S~— ~ijiJJfjjfffjflh~VJ.

9. t ~ItX*’i!L~* $ ~? it~t~JYFLtrt~l~ J-ii~IiiE~iE E Jti~i~4~if~t, ~L~[j~I~(

f 250g/kg (Vi ~~Lj~) —7—0
10.~~J 1~I~iEF~ €i~*[~1f’JE~5it

7 i~?J Pi~1tJ&~{k4[,~ 8~ ~ 1:~T~flhj~UlH~f’Jo
li. ~i~11~t~Wi’ i4~1IE1’iET, T~VI’iM1M~t5t*J~* 7 I~ìWJ~tiB~&tN,~

41jw!5R 8 J3i~(lti~t~ìl~KtVìl0
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* ~
~ ~JJ~Zffl

[0001] * ~WflS44tI* r~ !~*Mdfl4~ (phytocompieX) (tPt»*
4~ ) ~L~uffl~ fl~
~Ji~ifu~Lt’flLiIi~IW17JQF ~i t[i[WJJ~)JflIE*41S5fR4~~1~Th1~

J~R (aterogeneous) 1IEJtI ft~j~j4i’1i0 i~I11~ffl fl~ ~ ~~
~*JIE~A1~ ({~Ìfl~ft) ~ $iiI~1YIT i1t~t, ~Efl~i4W~ ,

~Lff~itL*~t4l~ / ~~41
ILi~i~ ht~~I~I~ (ViJ1t91~f EL]:~1Ht (Y~i~JF9’t’ NJIIflL

[0002] 4’Jj-T~tlt (Citrus Bergamia Risso & Poiteau)

~À5ll~ (Calabria) i7i(*~ E~R1~ 3 Th1E~ 93~*~J~ Femmjne11o~
Fantastico *fl CastagnarOo

[0003] ~fl~E Calabrese , 4-~ktt4~T i~i~it’i~’ ~ (niche

product) OT$~ZL, ~ (Reggio Calabria) flW~
r~i~M*, J)~ (Tyrrhenian) &~I~*%~ (Messina strait) Ill~I~’J Jonic ~

«i!~ i~ilt, LET~I3~t 150 ~>fR~±~fl~
Vi~W*Ih~° ~ ~ ute~i4fifti1~I~~

fli~flfl~ ~1 ~1~!PD)TF~fl~ fl* ~Mfl*h1F1~ ~f1E~ “Acqua

di Coionia”W’i~*Mt~° ì~ ~(fl (cuticola))

[0004] ì~E E~Ui~~b&T(ìi~&1E*, ~1i11!iI_tNt[m1E/4~), Bergamon,

E~iET~ I1~4~ffl~ ~J~’[” ~kt I~1ZJ., ffl[~J4}~JL*~(Vi
J~)~3, 4~jU1:)I;~*ti~* 71(~r~f~4.?~f1] :j 444~p~t~7~ (~

~IJ~i~t~ “Bergarytal” ~JVi)~I~ ), ~ p~99j~jJ]rj14/jEffj ~E1Mg!l&

i~V1F~r”ML0 1ff~,1I1aff ~1~1 ~ 49~1LLFi1’iI~-94Ii p’~ ~!1ii~ (bergaptene) ,

MIE],~ ffitY~ I:i~i~±1±Jfl

nE] o

[ooos] ~ ~ Gardana Claudio et al “ EvaiuatiOfl oE fiavonoids

furanocumanns from Citrus Bergarnia(Bergam0OJ~~ and identification of

new compounds “ MOLECULES(BASEL, SWITZERLAND) 2008, voL 13, N0.9,18 September

2008 (2008-09-18) , pages 2220—2228 R~IEXt1ii~t~ tt*t ~ (EI avonoids) *fl~*
II~i~Ì.WK~ (furanocurnarins) £Vi*I(ViWf9~to
[0006] W02008/06l536 (COSMEDICAL APS [DK]) ~Y1i~i~T ~tZ’~9b~ ifi -T~t tifl*~PE] ~Y’J~ft
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*4tìj,t~tfl (bioflavonoicls), U&~~%fl~fl

L
[00073 Mandaiari Giuseppina et al “ I!nzymatic hyclroiysis of flavonoids and
pectic oligosaccharides from bergamot(Citrus borgainia Risso)peei “ Journal
ol’ AgricuLtural and Food Chemistry, Amorican Chemical Society, Washington, US
voi. 54,.Nr. 21 1 Octobor 2006 pages 8307—8313~
flÉ$t*4tiWifl~ kkWjMifl.
£0008] Gattuso Giuseppe et al” Flavonojd glycosides in bergamot juice(Citrus
bergamia Risso)” Journal of gricultural and Facci Chemistry, voi 54, t’fr. LI, May
20O6a7fl’,fljftt~jll*EP~EPfl (dymethylformamjde) fl~fflh1/&~

*~&*~~kL~ (industria! origin) BW*i4ft*ft~
t*~M~{t*4t (glycosidatos flavonoids) RWB91IJF%.

[0009]~

41~fl~jflA’flkfl*tL i~i*XS, ttLl4*fl*~, fl4~fl (flavedo)
zr~n~m»~ ~tiern tnn~a~nn. *ii*giwnjti~

na~t~r~j~. Wfl f4z4tJflA~flkfl*4tj, ~t~flfut1~
1tItfflt4c*m#~uk~~z (Bergapteno MI
Bergamot tino) flfltP (fk~M~ ) INfittftfljll.
(0010] ~~Jtb~fl ~WJk*fldfl i flfl~t
[0011] i~WEFfl~Ntì&ffIML

[0012] fl a( liIFfl***ìjljfl’Jfl)
(0013] n~&n*n» (W~*& (flavedo)),#**flfli#~
(outer cuticle) , *~J~ftt4’f 1cm ($JiJ’%44.
(0014] MI b ( I~*~RQfl)
[0015] fl~ li flA t4tJrP,4flflM~flflM,*fl (pectoiytic
onzymes) , # 20-40 *~44’, jti~ 30 5H’I’~ ìU~flzkt~ B~iM, ~kN 7 Ùt~ÈHY~
4tj, ~$Whnfli.
(0016] ~J~W c( 4kfl$fl7~f*$»);
[0017] M’*Wj, *UR! PNIUNfl (decanter) Ò$J.fl~jfl, P~tr*&M 2 ,~W1~Jf
a**r~tnf 0.5%.
[0018] d(~Sft~f6~):
[0019] ì~fffl~M*4~fl C ~B~ì~f*a tt~W~4*iL

(0020] fle(~~fl~~ìft):
[0o21] ìti~ìtflflf 12.000 ut*P lfli*fl (PII f~f 12.000 it3J~
~WiW~iiìtfl) H4jflrpWjflItWS. *,±~J~
nnnmaì~a&wn~a #4W~2tQA H~i—m~.
(0022] t~W f( m*~WWJttf~tH~Jfl):
[0023] m’p»afln~nhi!t 100-150 ~ (Angstrom) fl~J
~LWiflL~&øtfl (~J?ill SEPBSABEAD SP 207 Mitsubishi) fl~LrPfl. $i~*~&

i B~tfl*H~ìMt4tflWfl~
ì&iflftrnH~tff~ofl ( ~ft~fl(j9~) ~1HtI~I4t
[0024] flg($ fwe#I~iutr4fl**n1

[0025] #~ov~*ìtItW$W F~tt~L5&i7SP*MI5 ft*WH~#MI~~
~4kì~ø~&4t~ ff tn~u~~Lsb*a, )ngnapl

~aht)t~PH~J?LrPfl. ì~flfliWJflF~pHflfl## (pHl2-14) ~

3~ik~*$ bergaptene SI Bergamottino H~*$*UtIk~
t. iiufl&t~*i~fl ~ flWfl~J~L #ì~*PflT~4#
~ bergaptene *11 Bergamottine fl~iP~$.
[0026] fl h ( **flt~A~3{t*4*~t±):
[0027] ~Mfl (MFfl$i) flF4*~B~ t(fl~titfl4tflWJxtt.
&~4~*WU~tfltfltflf)t~Mk. ìt#N~M*4ìt4# pII hki~ 14 F*4t~iM
~fl ($jpH3) ~L~ iSufflìt
4~WPflflW$W (Øj~llRe1ite CF H+ Mitsubishi) fl. ì~flfl (II+~ ~4~4
fl.jflP° t~fl*fl~~4t~ PII =3, Ufl~nflSL4t4~JWJflfR~JtP.

[0028] MII ( R<i4tifl~fik ;“W):
[0029] *Pt*ft~iL~fl~fl~M$flf60tA’Jflfl

f~±9~ (flflt 14% Brnkn). tiSffWi4fl~4~ U~*i4ti (~1
flMifl) fl~*fl~44WA. ~4T9~Wi?t4~J
[0030]

(bergaptene *11 Borgamottine) Xt~T ~fl{t] #SftB<ifl~XWi n’iL {fl%R
~a*,n,#~Itt~flflK~1~UR.
[0031]~
*,fl*-fl’ tt~MI~1t. tw fl,flkìW34~ -~fl*RWt
*~fl, #~Iit-~± J!UPJfl$U%ìi**fl~UflThU.
[0032] *~flMfl~35fr ~

[0033] *HMÀ~fl-*~RH~WJ -Z*~iW~f’l~*~
KtMI,~ll4*4FaI~Infl$fl (nf~,tft~fl) MIfl4tlFd (4fl~JI~
fl) t ~*iH~Lt$N~tW tt*fl (antidislipidemic) MItÀIWIM

4 5



ì$an~4~CN 102215853 B

(ant iatorogeneous) J~!j~ :t I~2tz ~ ~flci~Jiv~
411, &~j~fl~j j3;~ / iiSI<i)~’~1~j~ ~4y4$g4ii, ~~T*%t wJ mu~i’~u~ ~il!&i2
~ i ff4 yzrj:ifflt4~J4jfl{J~)j~I~Jj4Ii / ~1*Li~, U~ k*2~≥’1)~JW~j li

[0034] ffU~Ì-i~5W~ ~~T.~ tuJHt1Q~flJ , E~iiE’~jtL4$~ì~L
i~t4~J~ IL’ JtJ)~43~~i~k9&,~j~i~~

~ / iLWì~Ui~FFJ, ki fnr~I-~~
~ì?fj~jj~». 20 ~ 40 f-4~ / ~z~ftf4~tff, QL)~ 30 ~4J~ / ~>ff-fl.
[0035] *2~tqJ] Ù~jI~tt~’ li PJ~tkJJ~*4~~!J, 3~4~ :jt4’I,~ i:yj~~

~:~Ltn, ~ji~rd~RJ~
[0036] ~2~F~J~ fu :jZ)4ft~J~~ j4t~;ffl iiilìt
[LI il; i~’~i ~ì~!Il~J ~ 11~b~hii ~nqnM L~Efl~iW * izfl~flJ~tIiId~ ~t1*fl~J’%H~c, ~J~&tllJ~4 3— )~
~ijt —3-- rP~)JZ: :~ni~jI~ A (HMG—CoA) Jf& ~~i—J’-gt, Ji~huuE
1~’4tifIi~&rJ~ i<J)JJJ~’~j~{~;JK ~F1~)Ji~J1h4nff’i. 1fft~j4’~~Jfl

[0037] iit9b,~~~tJ~ ffJ~:~ ~Jyj~jiji, llhtui]EF~j~J~

~ ìi~J&’.IftL~&~IE4t’}’: (hernatochomjcai) ~ ( 4~ff1tJ~Z~I flf4flt(~jJ~4fl ~6JITL~jÙL

~ti (hypercreatin inemia)) ~EUEi4 LWIi WN~.~
JE[j !~j &f~rti:fjf4[jI(t4(iZ)]~;Jjy~Jt (steatosic) ~ij~4~9R (necrosi s) nrI~JrllHi:_

~h9R JJi~1~t ~&MJ~(h stopatho I ogical) 5)-4J?UJEFYJ I ~I~F’~J1III

f~~’ (axonopathies) ~i4~ir~ (mye i i nopathies) W~j3~k~
~fI~F~j~fW- :“t~ ~i1 i~f~k~Ni2iQ,~ 3~ “~ 4~4Jj~, )iHJ:~illh4tjtt~
~~J~k~J ‘~&1~d~ .. ~i~ifliflJ~ ~.~tU[X-~r~i~
~~ (ochratoxins)~

~ì?\ITX I~)J~(Ii~t~’ ( J]f-. ~-t ) (i~fi~ ~~tfl

i~E LIJMli~FLi rJiMi ~jf 80mg. /Kg 1* r /~
[0038] ~‘j~jj~, 1~h1~i~)i 1tt~gi’I~jN!JH, JÈJ-1 KOH,~ )~Jj

[0039] ~H~iVi4~E5~ Eta~TkL-f ~J~

~~~--7-0-4fr4≤tt*~ ( Neoeriocjtrjne) 29.6 % +7- 6.0
4&rt#_(_Naringine)
4’t*~tUt ( Neoesperidine)

_______________________________ 32.4%+/-4.0[0040] 38.0%+/-6.0

L~± 100.0%
[0041] ~[~*%t~)j, *Jn~~fl~j~5’t4 i) )~‘ ~3 ~T fi~i~-~ì4t~y,~

tTTf~f 250gr/kg UI) 259’~ fl~j ~i~j» —7—0—~flt 111 ~.IJt

9j, fl~I~ L3orgaptene 411 l3ergamottine IJI*Ij E~±J1~;LfLi± 400mg/kg.
[0042] TIT4 FF15i~i:fl4J~3 J~~Ì~IJJjj~kftff5), ~ (20t ) [~T ZZ~9b, *5k’
fyjn4J~1wj1~rtìjyrzJKPI-T ~t~t I~fl~J Tht~Q~ ~n~r
~
[0043] {9~ -T

CN 102215853 B

[0044] ~~ (primitive familiar

hypercholesterolemia) #fJ~i~(hypertrygliceridemia) ft~J 100

~ (48~M~ÈtFI52.€&it) ~Iì~j,~1Lk~E45-70 ~ti~’iU
-Th%yi~U~fIkJV>~ll0 tFH~ W M*21E4PT~tffi (NHI , Nationai Elealth Institute) ~J~Ell
~j~:rIj.~j-j~j (NCI3P ATP III)~ ~-T ÙIJJSIM :tK~ U]~~Ò4K-Y (hematic

cholesterol LDL level,cLDL)~

M30-X0 J *i4~4j4~J~~Citrus Bergamia Risse and Poiteau,{~J!)1J
T*V~f~t1 Castagnaro~ Femminello 4~ Fantastico W’J7JK*0 t€~t4~T i ti~ I~
Ht4~~J4$g (statine) ~QE LflI~PJ~F~À (~@M&t 32 ‘f~) fl
-~N~t~ -J~I~tt~t°~tfli 1i~f~~ .Xt* fl~ 30 -X° E’ì

[0045] 1) ~EE?~’5(ttt ,~ i~tfl1 ~f]~~I ~i’~ 20 ~ 32% I~t1ftL~7JK-’F

~j?,i~jI~k, 3~~ÒJjfl~W5k4K5F (HDL cholesterol ievels) J~PT 30% fl~-~EMi~Rh[I0

[0046] 2) ,~ ~5U~it~-&t~ì9Y, J~t~ 230 ~ 280mg/di JJll~I~W
≥~L~W 34±4%@flflf~YiQ~~32±5 ft~ LDL )fflhi~H~yJK-t PJ~hti’, ~J~&

28±3%~J [DL fl~yJK-Yfl~Ji~1jJn0
[0047] 3) fr J3)fflftt~tW’j5~tt, J~)fJtY~*~tft, ~ 200 ~ 230 -~

J~Jf~j~ 28~4%~Jgfl t:ft~W*~]Z~22±2%Iy~j LDLJJLIIIIU :*-9 3?mU’~ ~iJ&
24±5%Itt F1DLBj~7JQFI~J*iJI10
[0048] 4) E~J]~fl~J statine ~t~i iti~<ttJ~~ 20±3%~

20±4%~ LDLU iM~*-YÙ~1i~~flì&i’, I~L& I5±3%~] FIDL N4Kizftti~)Jn0
[0049] 5) Jft.~jfn t~Ì~& ~fl’~Jf~tIY’~Jt~U!J5(t

t, &~&~1~J 40% (100 ~t’ 40) ,-i~J~L~~
[0050] 6)~~60 -XWIH:flE’~tf, -t
~ 20+2%~

[0051] 7) ~E~l f~[N, 3ffl~ ~ t yTirn1~&j~tt1, M*)~-~M
R~~&tH bb, I~J~Àt~ 1i$~&~ 34±5%
[0052] 8)~ ,~‘~al1j9~, iflUti[~i

R~ T~EX~t Effih4111fiL~*~izfl~Ò~J P~ML~, UP

iftvWf’ft~ (21%) ~i~i~ThE (~&~ 24%) ~ ~1ji-, LaiEJ~~~
I~fl~’Jt1~i1~ t~~H~1t
[0053] 9) ~ IY~JZU Thf~Vi4~i (Wistar }~ ~ft) JJ)j:~j~~Jf9~, 4j~~~fs~j
~k~i1JiUThiTh XJi~ (carragenine) fl~(i~] , i~4~Y~I~
~ ~ J(J][jl[IE (oedematigeneous)~
5fR rLi ~f~j X)]fl~ ~ii~I<J?Jt<i>
[0054] 10) i~-)~, i4*Y)~J] ~<J* ~ ~9~y~j? I ~Ii1
JJ~IY’j±~4~ì~[,~

4/5 )JT 5/5 J5T
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