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a, 	8- I- ') 5:>=)1,a, 	8-57)L, 	8 —,' ,9'5:>=)1,a, 

8 —,N*t-52 =)1,a, 	8 -,N.7°,9'52=)1,a, 	8 -7J-,9'52=)1,a, 	8 

— 4 	:>=)1,a, 	8— K:>=)1,a, /\7°,9'52 t —8, 	1 1 —:')-( =A/at,: 

Eet164-t.Z. 

[0021] ±,E0)7)1/*)1/a, 	7)1/i7=)1/aR67)1/*=)1/a6:.-_ -A- tt1.7 Z:> 	1=1 
7)1/t 	inAa)1417tKINL 1_, -c6, 	RAJS, 	1=1•7°1=iiittn, 	1=11,9'  

, 1=1,,9ii-tn, 	1=1,N*1J- Etn, 	i=i7 ,9ilAtsEe6164-t. 

Z. 	1=1 -7)1/tittnt, 	11111J-;1_h0),N5-1=IMA-A,--eo--Ctck<, 	-t. a)ct 

tsiNL 1_,-c6, 	11.1A.6S, 	A-*71-1A, 	A-*-t,9' 	1-V, 	5- 1-7L Ki=i7 7 

A, 	N - )< 	)1/7°1=1 ,) 	J1-Altcl:Lset164-t.Z. 

[0022] _hE0)7)1/*)1/a, 	77)1/i7=)1/aR67)1/*=)1/a6:.-_ -A--.st1.-)Z-FAI  

a)414KINL I.,-  C (,, 	,f1JA.l,S, 	,-ffi-tl, 	t 7 51 1, 	FA, 	E,) 	11A1, 	75 

l'A, 	7J-  7s 	1-tlfsEet164-t.Z. 

[0023] It-D -C, 	atm Rei=177/1/t J1-tn6:.-_,t -D -Cfflitl-.354-Ltc_-77/1/*/1/aT 

)1,i)i,a, 

Z Via 0)1414KIN L I., --C (,, 	IN A_ tS, 	1=1 7°1=1 EA/ )< 	)1,a, 	i=i,N* 

8, 	9 - )< 5' i ,' ,9'52 )1/ai-sEet164-t.Z. 

[0024] 

--Ct, 

atm R 	-ilttn (,::_ct 'D --C a A -1 /435 tat 77/1/*/1/aTztiii-aa)1414K1m L L 

, )1,a, 	7i)i,a, 	p - 	)1. 7 i =)1/7J- 	)1/a ts Ls e 

[0025] 

'OAR 

tgAN9, 

R (,, 	PTA L, < (,, 	'OAR 9 - 1 7 011$141t-g L < 6•iiiit77)1,*)1,a, 

	

 	9 - 1 7 a) 11$141t-g L < 6•Iii=lt77 )1/17=)1/a, Rl,'OAN 9 - 1 7 

0) 11$141t-g L < 1, •iliM77)1/*=)1/a--e 	Z. 	R (,, 	-1 /435 6 t:.-..PT 	L, < (,, 	'0 

N 9 , 	1 1 , 	1 3, 	1 5 R l, 	1 7 0 !UM -g L, < 6iiim7)1,*)1,a, X 

1 	1, 	1 3, 	1 5X6 	1 7 OatICIt-g L, < 1,111M7-1/1/i7=)1. 

WO 2013/069404 6 PCT/JP2012/076478 

—JUS, J-y7^-4, 7, 10, 13, 1 

-3, 6, 9, 12, 15, 1 8btlZ>0 

[0020] mmm R u < 
£:LTti, #!]x.ti, 8 — y^i/ ~JUS, 8 — 0 >Jris—)l'gs 8— KT^ —JU 

S, 8 — K 'J y^Ss —JUS, 8 — 7^ K "yy^i/ —JUS, 8 — ^ —JUS, 

8 -A^HtTs>—JbSs 8 — ^7° $> y^i/ — JUS, 8 — ^ ̂  $ y^i/— JUSN 8 

--f P:>-JUg, 8 - KP^-JUg, ^ 7° $ ̂ rtl ~ 8 , 1 1 

£>tl£0 

[0021] ±§E©:P JU^JUg, y)\y^r-)\y&Xlty)\y^-)\y&lZ^^tl^ 0 • 

T7^ LTti, 0!la.t£, :>^P7°P^>J1, :>^P7"^>J1 

, i/V w<y $> yM, i/vu^y-yssks ^0 yMtzEif^ibti 
£0 ^0 UT)\y-hymt, J; <, =t(D& 
vtemtLTte, mt£\ ym, Th7bKP77 
ym, N-^^;U70P 'j ssymfttftfmft>nz0 

[0022] ±§E©:P JU^JUS, yju^r-ju&xityju^-jusiz^tsno^^M 
(DmfomtLTte, mt£\ ^yifym, ±7$\sym, tfj^ym, 7^ 
yMs 7xyMtzEif^ibti&o 

[0023] M&gRtf^p^i/ay&tcJ^TM&Stifc^i/^i/g-Cfc 
£ *§£•© fl^lj £ L T ti , $J A ti\ *> ? P 7° P tfJU P< ^JUg, *> ? P /S ̂  *> 
JUX^JUg, 8, £*i£o 

[0024] M&gRtf^&tCj;oTM&3ftfc7Jl/*Jl/g^&£^©:i:tt0!l£ L 

Tti, ^o^jug, 7i^fJH, 

Ptf £*l£o 

[0025] R ti, L < ti, 9-17 0iSII^g L < ti^>|* ̂ ju^jug, 

j^H$t9~1 7 0iSII^gL<ti^^77;U>r-;US, Xtij^H$(9~1 7 

0itlI^gL< ti^t^ju^jug-efe^o Rtis 3 £>tc&f3; L< ti, &z 

It9, 11, 13, 1 5Xti1 7 (Dmm£%L<tefim£7)\s*)\s&, X 
tij^nio, 11, 13, 15xtii 7(Dmmt^L< 
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a-CZc. 	R (,, 	lile:.:PT 	1, < (,, 	gAN9, 	1 	1, 	1 3, 	1 5R6 	1 7 a) 

rAtAlt-g I., < 611iM 7)1/17=)1/a--e 	Z. 

[0026] —ARA( 1 ) -C71-,3_g-t.Z tat rri 0) x a rf y i, -- tt,T1-tai-L t:.-_, RAjg, 	( 

— 0 —) R6)<1.a (-cH2-) 	7i -e, 	XaVeYeliAllit::_)<1, 

alztSZ a LtV`Soc. NM, xaveYomag)--atp-tut- 03iu) --ez. 

(1) xentMEN --et,), YentMEN --eZ. 

(2) xeRAM --eV,), Ye)<L,a--ezc. 

(3) xe)(i.a--ev,), YenmE, --ez. 

[0027] A ( I ) -C71:3541.Zitlit*7 7 	n'3g734.17tKitio)NAt, 7.1<AENx6 

7)1/t ,JkX7;5 --ezc. 7)1/t ,JkX7;5LL-ct, INAJS, 	,) 	r,./A, 

t I- ,) r, L., 	t ,) ,,A1-sEet164-t„ 	t I- ,),, IA /Ai (Z. PT 	L, 00 

[0028] *RHATJE11064-LzA (1) --e71-.3s4-t.ziE-alta)1414KRL I., --C (,, 	1 417 

:»i/aL 1_,Z, 	R75v0ARN 1 7077 /1/i7=)1/aTZA-  1.7J-4 )1,a (c 

1 8: 1 Lli“-) , 	R 75v0Ajgtiz 1 50)77)1/i7=)1/aTZi/l/Z 1-7 1, 

7J-4)1,a (c 1 6 : 1 LIKV 	Zitnit*7 7 	Ograzriet)1//q-DA 

it* 	77 	OgrdA4•17tKiPti6:.--PT 	LAN0  

[0029] A ( I ) OiLatt -t•oimitlaomme:.-_zu-c. affixtti*, Aqx,iti* 

_RA,ht11, RtY6*-L'Aft12tKoct -3 tsAtt12tKe4/± -Zt'i'-aeZe, 

---c•a)U,  RtsAtt11, At vet: 2 fEffii-;t_torAAAtt12tK 	41Ssa)ELs--e-g-tiNmat 

*RIE1)10#10ta)--eZo 

[0030] etc, A ( I ) oiLatt, 71<z1iN6-fugPILa)11-)ott (71<firttx6 

gPlfrit) offr-e4/± -zz:Ltze, z:41.60)171)Ottt*R13)10e#1 

a)ta)--eZo -1 /43s 66:.-_, A ( I ) oiLatarf-t.ozoilsoegoA*ft 

Hi]og#Ilota -ezo 

[0031] —ARA( 1 ) --e7T -1 /43stt.ziE-alta)--) t x Ewe y eRAM 	---e 	z tat (,, 

RA_ ts, lirM 5 — 2 3 00 8 8 1-41  L.#R, lirM 7 — 1 4 9 7 7 2 1-41 ;,#R, 

irA 	7 — 2 5 8 2 7 8 1-41 ;,#R, Ii1934 	9 — 2 5 2 3 5 1-410Rt:.-.1,Bili,051 

WO 2013/069404 7 PCT/JP2012/076478 

R&N Kli9, 11, 13, 1 5X&1 70 

[0026] 1 iil? ( 

-o-) (-CH2-) ^fh\ XRx/Yifmmzt^isy 
IPt>, X&t/Y0£I<^;bt*&J^T03®y 

(D x^n^^-efey, Yji<iii?-e3b5„ 
(2) x^n^^-efey, Y^^b>g-efe£o 
(3) Y^iif-efeSo 

[0027] it (i) y^-vywmmw^omz, TKSIJI^X& 

t) 'J £*U i~ h 'J 0 J±tfftlZlkt£ IA\, 
[0028] *fgBE-effli^ti£it (1) LT&, Mty 

R^HJi^in 7 077;u>r->iuS"efe^^ (c 

18:1 mi") s RT^SlJl^in 5(DTJU^r-JUSX$)^y<JU^ 

^jug (C 1 6 : 1 trnt) ^t^>mit^xy7^^ym.Rtfti)\yy<m 

[0029] it ( I ) ^RIS'^ 

mxfizzmmxtmm^w^&WsVimz^^t;^ 
i 015El ft (D i (D Xh & o 

[0030] S/c, it ( I ) 0-fb-^-^ti, 7K&-2) 

;#M^) *fP£©i50ft 
Ot0tfc§o 3<^C, it ( I ) 

B/3 015 El ft (D t (D X h Z> o 

[0031] -isito )x^isti^\t^%(Do%xRxiYmmw^xh^\t^^t, 

mz-tt. f#H¥ 5-230088 7 -14 9 7 7 2 

f#H¥ 7-258278 9-2 5 2 3 5 

# i; T 4t¥#i iztriftt £ ZL t IfX $ Z> o 
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[0032] etc, —ilf1A( 1 ) -e7i -,_4-LzIE-alta)-3t xaveyeRAjg--eziE-a 

tt, 	Ii1934 2 0 0 1 —1  7 8 4 8 9 '4 L,̀.61,:.-_,E$Sca) 	a t::_it UT' ,) VM-I 1) 

piNt::**1)/--ffD 	1/FlE11 -,3_ -ftZ a.' Lt:.=„LD -CaZ a.' L tT 	Z. 

a' a TJE110Z ') VM-H) J IIIM6, 	7J7J')/--ffID 	1/F1111_, 	Z') VM-H) 

11M--ett,l,Slit:.-.Fit/f -1 /43s tt.tso. 	,) VM-1  ,) 	IIIMI,Vb' < VEffie% 6 tt.--C 8 

(,), IIMOVE7YAtsZ t a), i-5-)1/RtE=)1,i-5-)141i-at D  7-c_-3 

fEtsEe%641.21-3(,), 	L'41.6611NALL--CAR--eZ. 7J7J')/' 

--ffD L L ---c (,, *A, , %Y AbgrEtts Ea)F,%$irtt FLA a) t C)AbStreptomyce 

s chromofuscus, Act inomadula sp. 1-sE0ARttElEAOt 07511NE-a-VAL L 

---c-Ai-g-eze, Actinomadula sp. 	No.362MONAt:.----C4Pliei/Yrig 

tRI3<9 t::-/Vit* 	7 7 	:') JggibY-a,_ tt.Z 	(tire" 1 1 - 3 6 7 0 3 2 1-4H9] 

WS) . 	I) VM-I I) JIIIML7J* ,) i' - -ff D Loarz,t, NA75”tttftIR. 

ZA-1t--et1,6Sli6:.-.FitZ-1 /4354-0-ski\e, 	11.1A.6S, 	itilEt)1/1A -g-- 

Z 0MM-a ( p I-1 5 — 6 f'i' )) *--e25.09.75\ 6 )iii5EFF (PT 	L < l, 	3 7 tfl 

I.) ---e 1 75\ 6 5 HirAfiV.alii.3t -ft Z a' L V: ck (') "ff -3 . th L tc Mit* 	7 7 

OgZi14.17tK6. *at:.--it r/r. Affl. 	t71.01=171774—, Mil 

1=17 l'77-f— (TLC) fsEt:.-..,t0itt 	- Z a.' Le-- 	Z. 

[0033] etc, 	—ilf1A( 1 ) --e71-,_41.ZIE-ata)-3t xengiME, --e (,), 	Ye)( 

I, Ja-eziE-altt, clEiJCO)51 (Ko ba Y a s h i, 	S. 	, it 

, 	Tet rahed ron 	Letters 	34, 	4047-4050 (1 

9 9 3) ) 6:it1;""Ca - Z a.' Le-  C,, 	7-z-_- 	1334\m0 200 2/0 9 

4 2 8 6 24 L..c6:.-Aaaa)516: ct (,)-a -z a- LeT 	Z. 1414KIY9fSaM1 

[0034] 

WO 2013/069404 8 PCT/JP2012/076478 

[0032] 

mts 2 0 0 1-1 7 8 4 8 9 ^£^C§Ei6(OT;£^ UT 'J VM 'J > 

mnizfcxfc <J y<-a d tlz J: d 
zzr-R^z >j vm'j ymmz, 'Jy<-aDL?&'J vmv > 

'J X/M 'J >BBMI£& < (DMMtftii £*iT£ 
lJ s t)©N x — 7^;UXti tf — JH-'xJUiln'n^: & -o tc^^-

— ifDt: LTte, *i?^yfo&fc£ft£f(Piiigffi#ia5fe(Pft(PfoStreptomvce 

s chromofuscus. Act i nomadu La sp. L 

TA ̂ RTtbT'fe'i)^ Act i nomadu La sp. No. 362^5fe0i^^tC J: oTS^Tjl 

Tmmw-1 1 - 3 61 o 3 2^ 
mm) o ux/M'jtzD£©&j&fciu m 

zmmmmfc ( P H 5 ~ 6m&) $-?&&&ZW&T ($?£ L < & 3 7 °c& 
Jt) T? 1 e> 5 •£ £ d ^ tc J; y tT 9 o L X77 

A7A^P7h^77<- gjf 
^P7h^77<- (TLC) tjiZlZ£Vm®;tZZ.ttfi*$Zo 

[0033] £/c, -fl£it( 1 Ytf* 

31 \/ >gT$):54t,'n!t%]&s JtMBEMCDJj/i; (Kobayash i, S. , ffe 

, Tetrahedron Letters 34, 4047—4050 (1 

9 9 3) ) Ki£i;T^£-r£>C:£tf-e^ SW»0 2 00 2/0 9 

4 2 8 

mo-imuTiz^to 
[0034] 
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[1E31 

Bre OFiz 

tx-n 	LiC 	(o 1e)x no 
 0Bri 	9 	 PPTS 

11  ...,I[Wie 
, 	- CI" 	43/44e 	trauene 

ROO ii 
0 oft 

Met) 

11,, ft./C 
(-).,,,,,,p ,  

• 011 	,, me>  MAP 

""--- Eta{ 	MeO— Nte0'144' 
, 

> —0 —C Nam 
H0 -'r , '- Na0 

6 

[0035] ±,E6:.-.1-3o ---C6, 	AT, 	liNa)(R)-/:'J)1. ,) :>:'J)i/i-5-)1,(1)BF3  • 

Et20--e3tt1Et it. 	)( 	)1/ 71*JR:'))( 	)1/i5-)14,:.-_n-Bui_i 	1'FlE11 -,3_ -ft -c 

T4 6 la Z ') i±.A-14 	Cl L T 7 )I. 	- )I. (2) 	41  Z. 

1464-Ltc 77)1.-)1., 	HI.' 	1=1:1 --Cigflio)p-1-)1/i 	)1/ 7J0'3N) E') 

=,,i.x1-10EIlki\ --C80°C -CaTitA:35 -ftZa.'Ll,::_c0), FAIL1*(3)V4Z. 	a.' a)Ftl 

1E14, *An # %1-C20% Pd(OH)2-CCE110-0:17.KA3Aq L, 11 , J1/1E 

,/f - , (4)0 NaAIJ L 1_,Z1-i)1/-3-(3-) 	)1/ 7-1 Z I 7° DE AA t)i,t 

4 z KvapitcEllo-c, PARLaFt‘t -t--ct v 7° ,) 	'12tK(5)V41 Z. Z:.-.. 

, 3RTAAIJ L I., --Cli=i 	I-') )< 	7 	CE11 kJ \  --C, 	)1,atc_to. filffil.ttR 

Oigt:.-.Itl„ itlit7JR(6)V4Z. a'tt,i-5-)1/CEllo-c3•Ai=i- I- 

6:.-..4 I., z: gi., 	ip 'moo. o2Nop*RiEt I- ') r, IA 7.1<gA 	A1 I., -c, 	3'ffIta1lF 

•/ffkiN, 	J-  I-') r, Aila (7) L I./ZIA oiglEattlia, w1''-Z0 

[0036] 	etc, -NA( 1 )-C71:54-LZIE-alta) 	txe)(3 Li 	a--ev,), YeR 

„ig, ---eziE-altt, lirA 2 0 0 4- 0 1 0 5 8 2 1-4YL\ARl, 	lits-W3,MW 

0 0 3/ 1 04 24 6 i-4.#at:.-_,Eaa)at:.-..ct (,J -a -  z a.-  Le-e 	Z . 

[0037] *RBA OrAlitftAlit, 	1 Rl, 	2 J-;t_h0),I01_1*-Vg (,:.-_,W-g- -,35 tt.Z_TOLIJEll 

)ilVttL5- 3••--CZA ( 1 ) -C71:354-LZIE-altL 	-A-tiNEWMIta))fak 

WO 2013/069404 9 PCT/JP2012/076478 

[<ft3] 

nr., • oEtj 
0 

j-OBn uoJtowo. un-T0"" 9 PPK 

i THF OMe toluene 

o^.-o-T0"* H,W/C J-OH JgVl,, r-o-I-e 
Meo-»P_3 —MJSP^ • Me>^3 

g 4 6 

TMSBr I 0 C —11 NaoH ^ r-O—C~R 
0«5p^0H mu" „ Oasep-OH 

HO NviO^ ^ 
6 ^ 

[0035] ±§EtC£^Ttis *>*>Ml/X—5^1/(1 )£BF3 • 

E120X;£'I4it 3 ^)U * X Jtfx > II y p< 51;U x X T Ju tc n-BuL i £ fEm 3 •&'X 

%btitz.y)\y^-)\y^c, K;ux>^-eiiiy®p- K;UX>X;U/1N>II®tfu 

y, BSHbtt(3)£?#£0 C0I 

Ibl*^ 7K^HHmT"e20% Pd(0H)2-C£ffllNTJP7KSl^BU Wt^yVMt 
(4)0 LTI-X^JU-S-O-^^U:^ y 7°P 

-f $ mffimt&jfcts-extivy^jyVifciVzm&o ;^tc 

s LT^Pf K 'J TcttZiiLWMlR 

^tcP££U g&WfcZfc>&(6)%mZo Cti^x-^;u^ffiiNT^tP-K 

tc# '>M©0. 02N®7KIt'fb"t" K 'J 0 ATK^^ST LT, 

*Ti\ ^ K 'J ^Al(7)h LT@a<Hti=r^£ad^ UStSo 

[0036] S/c, -flgiSC 1 )X^$tlZit'£W(D?-ZXfi<S^UygXfo'<Js Y^II 

mWsTXfc&it^mZ, ^12 0 04-01 0 5 8 2^^$gXtiHP^MW 

003/1 0424 6^$gtC§Ei6(OT;£tCj; V & Z tifX^&0 

[0037] 1 xte2&±(DmM¥mztmt!nz>mMm^ 
JDyt}t^$}$,ftx$>2>& (1) X^tsn^it^ 
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--et'at -  Z z: L ePT 	L 00  

[0038] *RBA 013410-18VALlt, U17 0):01--M64 -  z z: Le---e 	.e, PTILAts 

4'4):ML L --ct, 411=a4--et4-rgi=a4 (RAJ'S, 011M, ii11,1i, 

-FRt)sMa)A41-, illl'aitR'4, W6)1'04'47'4: L') Tt ct o0  gi=1&64 

t: LA 	Z EMMMtt L LT' 1, , RA_ tS, tali, MAP], t 7°-t)i/ALI, AU, 

g',4-YALI, SNP], iQ v 7°ALIts Ls 	61z z: Le--e 	, 4-r4ID&6 46:.-..LA -  z 

EM*MIt L L --c 1, , IN AiS, AVALIAPJ, 'ALI, MsMIRALIts Ls 	 

tiz z: L e--e 	Ze , *RIEIJ]a)MAIJa)A1J) 	z: tt. 6 t:FR7f -stt,z z: LtV`so 
0 	-1 /43s 6 t:.-_, 	Oiiia)t-Alird- t:.-..ct 'D --clittPAIIALI L 	z a.' L t -- 	z 0 

[0039] *RIEIJI 013410-1AIJ 011 '1 t:=1,11 ki N  6 tt.Z IIAIJ),H)Jult VEffitVti I,: Mt 

-1 /43s tt.T, 	tei.fAik-il.ttRU,  R--ezo IN AiS, PC:FOLI, AAALIRtAtNEli 	

fl)]Al_l, 	Ai am, 	m 5R AU, 	l —5-  4 	"ALI, 	am, 	glIq ALI X 1,  glIq A fl)] ALI, 	3• 

'M, 	SNP], 	.1,1EALI, WEALL 	t-ARIEALI, 	firiALI,   KlEALI, 	01,10VALI, 

glIOLI, 	----/VEALItsECEllozz:Le-- , 	L'41.6a)HO'g--ellTh'stt.Z1111/7 

a) Al* O'g 	3•6 	4 t:.-..171% 1 /4s tt. -c o z 0 

[0040] 411=a41,110,TOJa),117M.-_nl 0 Z a L e--e 	ztIALIJE11)Jult L L --c, IN A. 

tS, 	1 Kr, 8,1, 	L8,t,, D-7 	= I- —)I., 	T%7° %, RtAiin-t/l/ 1=1 — 	o 

!IC:FA ; t)1/ 7J*:>)< 	)1.-t)1/ 1=1—, 	52  7°, 	R6t)1/ 7J..)< 	)1.-t 

)1/ 1=1 — 	t )1/ 	r, IA 	a))V±AALIR 1, A±AM.IMALI ; L K 1=1 * 	7°CI E)1.-t )I. 1=1 

—, 	L K Q*i7° CI E/1.)< 	)1.-t)1/ 1=1—, 	tH) E=)1/E1=1 ,) 1, 	Rl,  

-ff7lotlii-aAli; 	5-  7 - 1  ,) Jn'3r7 	- 	r, .LARt ,  9 ' )1/ 	V.11. 5RALI ; L 

K 1=1* 	7° CI E/1.)( 	)1.-t )I. 1=1 — 	, 	nit 	7J1i)ii,i)-)1/RtR 

1E ,9' 	1g) 	—5-4 J'‘Al_l ; 7 -t ') 	, 	MR/ 774 	, 	7J1') i 	1, 

,) a —)1., 	-ff 73', 	tt ') 	, 	'') -t ') 	. 	it-t1 7.K, 	Rig /\— K7 7 V 

10aAl_ICE111,\ZZ:Le- Zo 

[0041] 3 	fzkiNtAMEilotk4.uALIogg2''t:.-_nloz a-  L e---e 	ztkIALIJElliult L L, 

--ct, AM-111,407K t IIM-119K 	7° 1=1 E i. 	1) a —)k YT-3t,ItALI 	a) 

7.1<ft 	z kiN 	jai;t 	11743:1AVAIJ 	* tc L -3 z glIqALI X 1,7411PIEli IMP] ; 7 K r, 

WO 2013/069404 10 PCT/JP2012/076478 

£> d t tftkf-t. L 

[0038] 

&P&-5-C (mt£\ ti«i*u f5£li*u £ 

TX&J 

K3rr£^2£^£$)£ LTfciu iS^Js IPiiSiJs ±> 7°-tzju$iJ, M, 

M£!k v• >> 7°giJ&£& 

E^IIJ$$1t LTtis 0!Jx«'s aim £»Js «Js Hj£PM$iJ 

IfZZtifX$£if, ©£££!l ©£»iZtibiz3ft£dttiftIN 

o 3^tc, tc J: ̂  Tft^1f§!&y £-r a c: £=&-?$ £>«, 

[0039] 

$ti?s MPL^S mmt mmmmtm 
ShMs >i>R^ =I-T-(>7'MS SSlk # 
M, mm$L fL-fb^y, MW%L tm<m. R&jsisu. #3Hb&k mmm, 
feMMs £^b£!l&£f£ffl^£c:£tf"c^ c:ft£©gft]-eteffl3ft£f@* 

[0040] LT, m 

ti\ 7"K^H, ?Ut, D-v>-K-;k ^y^y, xti^H-tzji/P-x#© 

^JHzJUP — xs ^y~fy^ Xti^JU^^r:^ 

JlyU-xtiJly^O; t: KP^>7°P tfJU-tzJUP 

-Xs £ KP^:>7°P t0JU/^JU-izJUU-Xs ^° 'J bf—JUbfU 'J KX Xti 

^z>^-ymom^n ; XT^'J >I£v?^>^AXti^U^©>l>R$iJ ; t: 
KP^>7°P fcfJl/^JUzJl/P —*.N SUs *°'J X^bV^'J P-JUXtilt 

fbf1* >^©p-^-r >^iJ ; 7-tz 'J x )tB]/^7-r X 

'jp-Jk -tz^x tjjijy, fj-tz'jy. X(iA-h'77yh 

#©S$iJ £ IN z> z. t tfx $ z> o 
[0041] L 

Tti, ^II#±^7K 7°P L°b>^'J P-Jk fmSlfSU#© 
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4. valEt I- 1) r, L., D-7 J =1 —)1/. 	I) -t I) i, 	a)KILAIJ ; ,VAR, 

V*R„RIC-kaRtVC-IaopFlgllitAM0I4.'11J1,11A)Ott 	PI kiNZ a' L 

[0042] *RBA 013AlitaAlit I I- ts Ea)4KEYtt 6:.-..4-4 -z z: L e-e 	Z o  

*RIE91013Alita8VAIJ 04'4 iittta)*tt, ttil, I**, alt. arf&L 

440VsEa)A-Itt:.-..ZU-ciLARtetifil-.3stt.Z/< --eZe, —Nlgt:.-..t, hcA 

—El 	7-z-_-  t•)10503•0 1EL L-c 1 µg/k g75\6 1, 	000mg/k gfi'l. 

aA# ---eV•), PT 	I,<6 	1 0µ,g/k g75`61 00mg/k gf'11.0)# 

--e 	Z.:. ±,E4'4120MALU— El —1111,:.-A641_,-c t ct o l„ 	NCI (INAJS, 

2 —4-111f'1')) 	6:.-..3•0--c#R'41_, -ct,cNo 

[0043] J-;t T OYAAIN t:.= ct t')*ft HA 	Ai* 019 I,: !ABA 	./J,, *ftqltvArtiNt:.-..ct 'D 

--cliRtz'stt.Zz: LtV`soo 

AJAR 
[0044] *you 1 : 

( 1 ) 	a 

( 1 - 1) 13Alit.ixfilMatieNrOUNOitEI 

	

_R):MtliV3Alitft ott 	t•) ATIVAirfflitlirdliit:Iti-TERLtcrAiiiWA.ix 

raCEIlkiNtto 	riAllit.ixraM- ta341-1, 	7ctit --ff • 	7i72 J---ffEFIAVI,±11,:.-..ct 

t•) BixraaN 	•11q, UN 	i-s- Efx LiiiitI, Atliiq# Lk- 0 	tc_- , MIRNINti-" 

ER I., tco **rOIJ --e l, -t.  a) ct --) tc1‘.R):Mt13Alitatta)13AirEixraNiNaveMIR 

NINCE110, 	):[%K-RIEAltJ'ztc:V,-,=*)M-4.(,:_-_ -cii, Il.,-A-Nt:.-.JEHotcc. 

*,ttl,DMEM + 10%FBS+1%antibiotics/antifungusCE110, 	conf luentl)," AVM 

if;tt 1,:.:1-U, *N 	194P8 Ltco 

[0045] (1 — 2) 1-Vit* 	77 	:') JOgIZR(, )J)1//q-Ittnit* 	73 igiZ (cPA) 0) 

)) Ill 

Wit* Z7 .37 	OgZR(, )J )1//qtnit*7•37 	ngM, C16:1-cPA (cP 

A)8,trie, native cPA(NcPA)CE110-t- ttT4L, 21. (0 — 5 0 n M) , HirA1( 

0 —4 sHirCt:.-_ -c, 	L)1/ 1=1R (HA) at, 	L7)1/ 1=1R (HA) -aml„ 

WO 2013/069404 11 PCT/JP2012/076478 

^ Mt-r K o A, D-V>- h-M iz <j •, im 

o 

[0042] Vt£Z<0V$%MtylZ.®Lt5-?Z>Z.£1f-2:$Z>o 

MJ, WMs Rtf& 

-mtcti, J&A 
— Bfotc lJ (D£i9tlj$fi(Dwt LT 1 Aig/ k gi)^ 1 , OOOmg/k g 

(DWMXh lJ N fcFS L < ti 1 O/xg/k gi)^ 1 OOmg/k g ^E^CDIQEI 

T?&£0 ±§B£«©2£ajti-S-|I]tc£^LTt,J:^U &0 (mt£\ 

2~4 0gJt) tC#ttT£-£LTt,Ja\, 

[0043] WT©»J^<£ y *fp£%mwwizmmtzt>\ *%mti^MJtc<£ ^ 

mmm 
[0044] ^fifeffljl : 

(1 ) J5fe 

(1 - 1) 

y AiMifigMBttcp&iMx 
zfui—tz • P7^t-tzBMkJItcJ: 

y$fc#gff££$, «^Mxb±m ;^«#L/co StJgaM=fc$ 
ixu/co ^^ite^JT-ti^©^ -5& »114insE^in^#11 ̂^t/}iM 

Mff^b£®tt£fc&tci£jii^JttcTi£SL^i£tcffliN;/co 

iptfetiDMEM + 10%FBS+1%antibiotics/antifungus£:^|l\ confLuent^tejfli^ 

i£±fetCit^s £MjlpLfco 

[0045] (1-2) (cPA) 0 

mW*X7 7?LiJymX&t)Jl'S<mW*X7 7 3LiJym&s C16:1-cPA (CP 
A)focfcO\ native cPA(NcPA)SmJx. (0~50nM) ,0#^( 

o~4 80ir^)tcT, \i7)iuym (HA) \i7)iuym (HA) -si&mm 
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(HAS1, HAS2)3WHAS3)0)RIR, EWL7-1/1/1=1A 	(HA) 3Aug„ (HYALlarf 

HYAL2) 	(,:.=-D k, \ ---Cwj-  Lk°  

[0046] C16:1-cPA ( >4 Itrrtg, 	IcPAj LtiFEZ)0AL*4ES41.;CF0)AL) -e,bZ 

0 

NEC 

0 
11 

a-12-0—C-C15 H29 
1 

P' 

CH2-0/ 	ONa 

[0047] etc, 	native cPA(4rtiT6, 	NcPALE-4-Z)t, 	L;CFIDA9,317111 1_,tct 

ayrz 	201  1 1 -1 2 6 9 0 1 0)*SAN 1 a Z.$3 	01,El) 0  

icR- ')'fl 	(i,-,.-g-,ii: 7 0%) 	1 0 g 	0. 	3MitiEt)l,r,./A 

-A- tZ 1 0 0 m 10)1MEFOgVv7 7- (pH 6. 	5) --e3eflq-,--ttc_-1, 	6 

0 0 0*ItLOD 	I-1, 7°1-, 7 4 -t 	JNEIEIC)**1) /--ffA2VNI l.„ 	40 

°CT 1 8 HectEL)- L, --c.  a FrA -1/435 tic:. &FrAaPH 2. 	5 (,.1r4L-CNA3t 

t.t.c-, 	1 0 0 m 10)1=11=1*/1/.6., 	5 0 m 10))( 51 / --)1/VJFIL -T+ 

311.'MPLE`i LIIM#Fliffl Ltc. 	1=11=1*)1.1A),195, 	1=1-9 1) -ii 

t 1, -9' -rAlltKil ,_t} tz. 	):1,:.-., 1 0 0 m 10) 7-7-t I- 	)N1 Xi) JI]liN 

RR 	tr'rr 	lIN 	n 	11 	Lk-. ARM 5 	4 0 m I 0)1=11=1*/1/1--\(,:g 

flq-,3_ -ft, 	1 m§,FRiv 7 7- (pH 5. 	5) 	1 Om I VJUA., 	%6:1 5 0 0* 

110)77-)7:)a7MIELAC)**')/--ffpViiiil,--c4 0 t --e 1 8W 

12.14-' 1, ts 75< 6 a FrA ,•ff .D tz. &vat: 2 0 m I a) 3 militt I-I) r,lx, 	2 0 m 

I op 0. 	1 kii 	EDTAg'raVilill., -C 4 0 t""e 1 Hircm-- 	47 -D AL-. c6:.-..2 0 m 

I a) )( ,9' J --)1. 	Viiii 1, Z +311.14-  1., tc-1, 	3 0 0 01116, 	5 WIFIEJA/b3AtE 

LT 	i=ii=it)1/1-x ,11t6tc. 	L'0)g-Ai=i--,9' ,)-i/t1,-9-Clfilllt,  

-1 /4'S -ftlitM71, Z  7 7 	A3rd-  I' I  ) r, -AZ 3 • 	8 9 	''114Ittc. 115($6t 1, 

WO 2013/069404 12 PCT/JP2012/076478 

(HASU HAS2&t/HAS3)®%il, RXft7)\s• >11 (HA) (HYAL1&t/ 

HYAL2) 

[0046] C16:1 -cPA (H^-m, TcPAj Trfe-*. 

o 

[M 

o 
CH2-0-C Ci 5 H 29 

CH«GH2 O 

CH2—XONa 

[0047] S/c, native cPA(H^-e^ ncPhtm^t Z>) J-MT0® <J L/ct 

0-efe-g) 0ftH2 0 11-12 6 9 0 1 1 3 £#JJB) 0 

(Ui'fVti: 7 0%) lOg^O. 3 7 

1 0 0m 101 7 7- ( p H 6. 5) 6 

0 0 OftffiT, h U7°h^^-tzX)lS^0^X/lNlJ^--tzA2^^JPLs 4 0 

°C-ei 8 J5Jfc&£pH2. 5 LTl#Sl££;£ 

100ml ©^PP/t^A, 5 0 m I 0p< ^ y —LT + 

L/c0 ^PPmi^M p-*'J-x/< 

*°b-^MJ±$£III3-d:/co @M#K1 0 0m I ©T'iz V-y^zhwX. 'J >SsK 

£;M3tt^itlM&I£;£P&£L/co ;M5g^4 0m I 0)7 n nfrJUAlZ)® 

1 77- (pH5. 5) 10ml IC 1 5 0 0f 

liL(D77?y -?*/iL7S&%<D*Z*'J'<-1zDZmQLr4 0°CU 1 80#^ 

J5J^C2 0 m I ©3M^b± K 'J 7A, 20m 

1 0 0. 1 M EDTA^t^^iP LT 4 0 °Ce 1 WlZ2 0m 

\ (D*$y-juzmuLT+fimnitcms 30000^ 
LZ0 UU-fo)\slxm%:Witibtc0 • —^ 'J -xA'*°-eMJ±$£ 

MJ 7Ai^3. 8 g /c0 
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g 2 7  0% ( 1 0 grr' 7 g) 13\ 6 Mi lt* 	7 7 	RNa 	3 . 	8 9 	14 tc op 

T 5 4. 	3 °/0"-C -- 7:7.:c, fit* 	7 7 	%0'31d-  I- ') r,Ixtia)*gl.34fitt, 

:> 1) tit)1/7° 1,— I- CE110, 	1=1E1*A/A : )( '91  J —)1. : KR : 5 %=ANA 

-j- 	I) r, A ( 1 0 0 : 4 0 : 1 2 : 5, V/V) TERM, 	5%: 8% 

mm:20Aommaatimamviom, 18otTeglommuk 

*, 	t 	Lk- 	7J1 ,2 I- 	*-\-/J-- 	(7 1 — #N) MVZ.-.. 	---C'ff -Dtz-_- c, Ent 

, CitA(9 7 %A1.8) 	H=I—JI/L LT, alill=17 l'z-770).7J1' 

'y 	52 	)< — '9 — t:.= ct t'i ALIZ l„ 	EL --el-'12 Lk-. ±EifiVN 

tt.tc t Mt *Mit* 	7 7 	A'gd- 	I) `,1Aila)Al.t 5 4%Z 	-D tco  

[0048] ±E0)1 1* 	7 77 :')AgId-  J I) ',Ai-15 00m g 	5m 10) 1 0%)( 

5 ' I - )1/ 	-A-tiN 	E:11:1*)1. At:.-..g1q -s -ft. 	% ') t it)i/t 7 A t:.-./3\ 0., 	17 —38 

Pr-MN, %(,:.= 2 0%)<'91 J — J1/ -gti' 	1=11=17)1.1ATEIM L„ 	1 0m 1 op 

1E136:.:31fy Utz. _LEG)TLCat:_ct 'D --C Mit*Z 7 7 	Agrd- 	I) `,11.11 

".g - ZIEI3VIVIOL, --CVe5. 	1=1 --91  I) —I/7J1 l,-9 --clr;Illts -ftlfilt 

7J Z 7 7 	:')Aitt 	I) r, lArEOTI-h' 	3 2 0 m g v/41-c_- c, *,y.mo) mix 713 

7 7 	Agd-  l- V r)Ariffiong.t 	9 5 % .-e-Dttc. 

[0049] ( 1 — 3) HA-aMIABWHA3AMAO)RTRO)3141_11- 

gitv 2 4 Hirmn tz.: B/xmajEnt3,?,I 	A:KM**, it (zit A_, g /7 )21. (0, 5, 10, 2 

5, 50 m.M )0)cPAR6 	N-cPA)J1ill,tcc, 	FA 0 t:.-_, 	MR 2 4 Eliralqt:fi'likIERE 

*,# 	,T,EIG**, it (Zit A., fEl7 0)31., (0, 10, 250) O)cPA 	VJFIL tc. 0, 0. 5, 

1, 2, 4Hiral6:-MiNRNAIIIIIR, 	cDNA-alj, 	HAS1, 	HAS2, 	HAS3, 	HYL1, 	Bz 

tfHYL20)50T-Z IM t) 77 )1."9 -( 1aIDCR6z.:Z47 -Dkc, RIA'AftS 7 	'.J (= 

1- D --)1/524R) 6c.1,11-z$D-45tIRML L -C3Rob. 	„c,3APria % I- 1=1 — )1/ 

zo6Vir1441-4 	1 c i., -c7i I., tc. 

[0050] Ai* n t:.= (,, 	J-;tTa)A 9 , 	It 	7c)1/ 1=1:1 0)4019L 	I- 1=1  — J1.0)  1  J - 4 	)1/N 

orme 	(ct : cycle number threshold) 	0)L, 	J 11=1--)1/1 7°)11,:.-J-3 

tj'ZCt 	th$A -Z.O..O.0 t at::_ct 9 foRmtLx.-/f Lk°  

1) 	-1j-.7c)1/6:.-_86J•ZCtlEI107, 	.6.CtXffi 

WO 2013/069404 13 PCT/JP2012/076478 

#17 0% (1 0g*7g) £ Bltf* X 7 7 =$-V >I£Na£ 3 . 8g4ffc0 

754. 3 %-efe ̂  fc0 X7 7^>* >I£^ S 'J 7 

*>'J ^^f;u70b- 9nnfr)\six -. : Ml: 5%=Mfife 

@£± h 'J 7 A ( 1 0 0 : 4 0 : 1 2 : 5, V/V) "eMMtts 5 %Mli@ : 8% 

'J«: 2%W;Fb^tC®0l^;l)*LJIl^ 1 8 0°Ce^1 OM^Ltc 

(7S-*t$SD IklZ&vX'ft^tzo EPt. 

% ^p°p(9 7%M^pp) £P> Kp-;u^ LT, PT 

>> h z?y ̂  K p< -^—iz<£ y » u s^hb-e^M LfcG ±§EI*MTI# e> 

ntc^m^M^Xyy^Vymi- K 'J 7Ai*©MJt& 5 4%-efcofco 
[0048] ±IECD5t^tf\7.7 K "J 7 AJ215 OOmg^5m 101 0%y 

*y—JU£#fr?PPJfcJU A £?§#¥;*-y\ v 'J H— ;# 

JS*ciiPU ntc;2 0%p<^y-;u^#tJ^pp/iN>/uA-eMllLs i Om 10 

mftlZftWLtco ±IS©TLC)i(Cj;^TJi^/1-NX7 7 5l^>ll^ S 'J 7Aj^£ 

7 ^~V yWli~ N 'J 7 3 2 0 m g ^c%tc0 

7 7fi/*>St K 'J 7Aj£<£>MJt&9 5%-efcofco 

[0049] ( 1 - 3 ) HA^|#ll&tm^?l#Sl©fgii©$J£ 

^2 4 ffl* ©)lj£(0, 5,10, 2 

5, 50/xM )©cPAXtt N-cPA^^iPL/co §itf£2 4 0|^tu 

GO}fJt(0,10, 25MM)©CPA£;^JQ L/C0 0,0.5, 

1,2,40tP^cM£RNA£[g]J|XN cDNA£-j$ U HASK HAS2, HAS3, HYL1, R 

XfML2(DW%fem%:l) 7)\sK APCR^T^/c0 ^itt|3 7^f> (=P 

> K P —JUmfe-f) M/^JQP > K P— JUfe 

•SWiliiQfu'fit^: 1 t LT^L/co 

[0050] JUT©®Us Ht>7°;u^©^l^^p> hp-JW^ 7JU$t 

©It (Ct : cycle number threshold) CDl^£:N P > K P— JUtf >70J14C& 

^SCt^ikKf-SAAC t >Mz&y%imi]G%:M-feLtc0 

1) ACt^Wai 
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ACt = Ct (ffirligitiR) 	- Ct( 	11=1—)1.3.11R) 

2) A ACt 	Xffl 

A ACt = ACt( -,-Mij- 7°)1.) 	- ACt( 	11=1 — )1.1t .7°11/) 

3) .-4*It 	7°)11,:.-..80- ZffinittiRRIR. 	J-77-( X 

2 (-A Act) 

4) a J H=I — JI/It J 7°)1.6:.-.1-3 0' Z J —7 7 4 X•1 01, 	)I. 	1 L L, frAig it 

iRkfEXffl 

[0051] ( 1 — 4) L 77 /1/1=1R (HA) ra±voit 

gitp 4 8 Hiraqt:.-AragjEnt3,?,I)KETIM*,tt 6:.=.4t A., fEl7 0)21. (0,10,50n 

M)0cPA, 	N-cPA 	A)J1ilL tc. *I 	_ 	0, 6, 12, 24, 4811%1'1 1,:.-A ER L tc . 	r, 

:>aBlx*ElEA0HAtii-agnRcEllotc_- t- 	F r, -I V 	ELISA51(QnE Hyaluron i 

c Ac i d(HA) 	ELISA Assay kit; 	Biotech Trading Partners, 	Inc) t:.-_ --C, 	HAra 

t 	if i L tz -_- . 

[0052] ( 2 ) e, M 

( 2 — 1 ) FlAaWIABWFIA3AMAORTROgirifeM 

BixfilejEJN t: --D k, \ --c a) HA-awl 	A a veHA3Aul A a) RIR a) giu tem 	1 75\ 

6 4 5 6::7T -c, 	4  1  75\6 5 6:.=.71 -  ct -3 6:., 	C16 : 1 -cPA 	(cPA) 	6HAs2foRikh  

M1P#01g t:tio,oigt:.-.. 034 L tc . HAS 1 , 3(, )J1:1 2 Hi ral t:— Aft t:.= RIR 75q73  4 

ttd-c: 7Y, 4 Hil3a/t:.-ifoRu11 -F L tc . NcPAt HOT 	-D tco  HA3Aul„( 

HYL 1, 2, 3) ORM t: (,;Tejetc1:75\ -D tc. ±,ga Milim 75\ 6, cPARVeNcPAtHA-E; 

W1A 	i7341- Z a.' L 7Y7itg-t.tc 	. etc, nrOaliNt:::-D 0 -C, FlAaW1A0 

[0053] 

RIR a) gili if tliiM 	4 7 t:.-.71 L. FIA3AMAoftmogilitem 	8 6:.-..7 -,:, 

( 2 — 2) L 7/1/ 1=1 Jgg,  (HA) fa ± voi tem 

HAra±voitelm 	6 (,:.:7 - ,:, 	4 6 6:.:7 - ,:t -3 t:.-.., 	C16:1-cPA 	(cPA) 	l, 

BiX MEN HA-E`A 	It Hi rlig t:=1/Tfa -,3_ WeiNM-^affl L tc . 4 8 Hira/t::_t5OnM 

A)iiigt -clIEIgt:.-_EL$51 Leg 3 ig 0) HMI, ))11 Vga73 tc: . NcPAt[  ea)11FP1 	Ltc 

o  ±,EaAilim75\ 6, C16:1-cPA 	(cPA) aveNcpAtoArAM-BixfilaiNt:.-.14 LHAra 

t VITA -,3_ -ft z z.: L 7Y7i tql.tc_-. 

WO 2013/069404 14 PCT/JP2012/076478 

ACt = CtCiUftitfe?) - Ct(p> hP-JUilfc^) 

2) AACt^Wtt 

AACt = ACt ~ ACt(p > K 7°JI/) 

3) tt&y > 7°JUIZ £ tt £ fgii£ 7 - V ̂  X 
2 (-aact) 

4) P > K •—y —1 ^ Ls lift]it 

[0051] (1-4) \l7)\yuyw. (HA) 

U&14 m* ©)IJ£(0,10, 50n 

M)0cPA, N-cPA^^JpL/co ±M±;*^0,6,12,24,480|^^tcMXL/co £ 

K^-f v ^ELISA£(QnE Hyaluroni 

c Acid(HA) ELISA Assay kit; Biotech Trading Partners, Inc)tCT\ HAj?t 

MSILfc, 
[0052] (2) a£JH 

(2 - 1 ) HA^i#^^t/HA^?i#^0^il0)|JJ^^ 

bmSlZ^to M 5 iZ^t £ 0 IZS C16:1-cPA (cPA) &HAS2fgii£}f 
Ltco HAS1,3imim 2 

4&r$mz&%mzfcTLtco NcPA=&mre&ofc0 ukfimmmi 
mU,2,3)(Dmmz&&Wtftj;fr?tZo ±150^1cPA&tfNcPA&HA^-

£tcs HA£-j$l#||0 

^ii©/IU!^lp^^:l§l 7 Ls 8 

[0053] (2-2) \i7)iuym (HA) 

Ukm^OMfe^ZmQ iz^to mQlZ^t£?lZs C16:1-cPA (CPA) & 

&^MMM&I&Z5t&mzfeMZ-£MMft^WllhLtzo 4 8 0|^^tCti50nM 

mumtettmiz&my,m3\^mkm^imtc0 NCPA=&mmowm^Ltc 
o ±1 C16:1-cPA (cPA) ^t/NcPA^OA^I^#«tC^LHA^ 

£ £ {Eii 3 •£ £ d £ ^ 3 tlfc0 
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[0054] ( 3 ) egA 

A (1) 	--e71:354-LZEtlit* -, 7 	n'3rR1, )J)1//ittnit7j -, 7  

OW)SMA4E4UNOta-aLP]e, I 1-0A13AAVB/XMM:.-..8o-ct HAaWil 

„RIR Vol 4 L , FlArltVZZ a L e frV U. -1 /43s tt.tc. 

[0055] *WM 2 : r,lt*'_'9:MtliMiitflt:.3-,11-Z ScPAOMNTIfi 

( 1 	) 

( 1 - 1)  IPIEJtarieggVA-it 

11-12Attantr,lt* (Kbs:NZW) 	1 2 77 	11,11 Lk-. 	r,1J-*6, 	14.4-24 

9°C 	7 H- 1 9 HiC)RIEIAEIVA ( 1 2 Hem) t:.-.. -cimitztce 1 	/i)--:-;--e 

gm Lk-. RilAtC R - 3 (IEI* 	1, 7 	A-R-#) 	(1 5 0 g /EI) VCE11 

l„ 	VA- 7.1< (,71<317.1< VCE11 L, tc . 

[0056] ( 1 - 2) 4-41tR 

(9Z) -9 -7J- 51 52-tR- (2-L Ki=1*-2-7J-*K - 1 , 

2 -7J- *IJ-**7 	- 4 -4)0 )( 	)1/i5-)1/J-  I-') ',AYE : C18:1-cPA 

(Jt-F, 	S c P A) 	icEll L, tc: . 

[1E5] 

0 
ii 

CH2 0--C—  C17  H33  

CH-CH2 	0 

r- 
H2-6" 	0 Na 

[0057] of4Kt, tilmili7E1cEil Lk-. 

[0058] ( 1 — 3) ZfAtIMAVTI52)1/04'F-11  

Rag4-6-Fa)r,it*a)V4MMI3AlitlA 44v I) t 	---(11J 	l„ -f v 

--e5il-EI Lk-. )( 	---eV4C1Miglia)M-1S -b)Jr34 L, 	-:5 6 t:.:MEWA0VAIJL rA 

litaL VAR 	-b1Jr34 1,tz-_1, 	iVAIJIRIJAIM-M -b)Jkft Lk-. -b)Jkfi'l, 	13Alit8, 

<EN l„ iVAIJ*)&2ffl Ltc•lt::_tAffl Lk. *)&a)tAffl,l, Mir 
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[0054] o) mm 
it (1) y^-vy 

tmWi, t: 
u HAt&mmzntc0 

[0055] : WX&M&mMffcmztttZS c PA©i'M® 
(1 ) 

(1 -1) {t.mmftjkxfmiim*-
11~12jI(6&©St£-9-# (Kbs:NZW) 1 Zm^mLtco WXtts 14.4-24 

.9°c-e70#~i 90i0Bg0^0ip^ d 20ir^) izxmmnx 1 
ifLfco SHmCR-3 (0*? UT^it^tt) (1 5Og/0) 

U L/co 

[0056] (l-2)&^]ff 

(9 Z) - 9 —^0 ^-r-tzViit- (2-i:h*P:JF>>-2-^^>>h*-1, 

2 -^^rHt/1-NX/1-N^>-4 -^;U) ^fJUXrJbt h 'J 0 J±ik : C18:1-cPA 

(JUT, S c PA) Z&RLfco 

[<ft5] 

o 
CH2-O-C-C17 H33 

CH-CH2X O 
p 

CH2-0X xONa 

[0057] jgtttli. 
[0058] (1 - 3) 

t>u -f wy 
-e^L/co y Ls ^ b tc ras ^ © ft ii £ n 

ftiuiuaJw^®TL/co 

$<nu ftiiy^^fe^saiL/c^tc^aiL/co mss 
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aom#NaNave)svIat.,tc. naost:.-..tti-LtItN (E'i), HA 

;1-€1,11*( 	)) 	-.A-tiNtilftila7.1< (500 mg ()A4)/20 ml- ) 	Tlird1,13349- Lk- 

. 

[0059] Af4rl'gZE 	El (day0) tat% t.„ m7.1<61 Elitr:*L Ltc. g',NOW,M, 

, tit e5P,1311ftlYg 6:.= Mt 13`1t18 	t -D -CAM L 1_, tc. RE VCR, 	Z 

T a) ril, 	a bit 1014K5Ei0a1i-F 	fi <Vt 6r5 l, :=. '917f ) l. T17M 	M -') a LT q5n1 

L, 	-3 -D it 	f3 	<" tc: 6731,:=12tKiii.7k.#1 t LAM:: "ff -D tc: . Z IM•15 El IA (D a y5) Ve 1, 

lizMfia)tco-e5, tlitALI (E' 	') J ; 3*11/kg) 	1E11111613M4'4 Lk- 

. 

[0060] 52/1/4lF101_1,±1•1, *KM  et/J—(,:.= 44: Z ct ', 1 g 6 77 a) 2 g6:.-..3 0-, *P' 

4U (Eit*-4 1 0 1 — 1 0 6) L, MtttN (s c P A) tR'4U (EA* 

[0061] 

'4201-206) L L, tc c, 

( 1 — 4) #13MIttN8ct VeP114KOrCitli9 14 

*ERIttNEWP112tKON:41, J-;CF 0 A t') "ff -D tc . 

4'4406 : rAlitli'3 4'4 

4'4531i1 : V4C1 (VIffla) 

4-411IN : Day7, 	11, 	14, 	18, 	21, 	25, 	28, 	32, 	358,t '039 

#X4)17' : motK : 10µ,g/rabbit (g20.2mL) 

PI 12tK : O. 2mL/rabbi t 

#R'451 : 1. OmLOD 	1) i 	(5-)1/ 	A-R#)L27GODA411+(5-)1. 	YM's 

#) --e'ff -D it . 

[0062] ( 1 — 5) 0.-7reiTt4("ilM*EgE3•EL) 

ArZEIN : ZIMM, ZIT% 2, 3, 4, 58,t Ve6ltralt:=Eit71110%1.-Cff .D /L- 

. 

giLlif51 : 	VilCil,:---Al i -  Z1** 	-- tt.T.11.A-aT'D1**tit C'Il 0 --C.  Alit' 

-Zz: Lt:.-..,t(,), V_LIMa(V4M)a)gE3•ELTEO)Act t') 3RObtc. 

Zffla(VM*IigE3EL(%) = [Vkl(kg)/(Vkl(kg)+ 	•111(kg))] 

x100 

WO 2013/069404 16 PCT/JP2012/076478 

>£iOI(*fc)) (500 mg(^j»/20 mL ) -effi&Zfc&Ltz 

o 

[0059] (day0) L, &&&&&&& t Ltc0 :lll056§m 

, L/co :£Si£5£s£t~££ 

T?©isi, <tcSb[Z^ ̂  )\yXW^^:W^ z 

L, 9 /"Co MS^50 @ (Day5) ^ Tii 

SL^J (tf^>'J > ; 3iiMu/kg) £1 010f5l*ll*l&^ L/c 

o 

[0060] tttttftU-K&ixfc-p 1 £¥6^®2^C:frtt, &<*£ 

(ft^S^ 10 1-10 6) £N W^lff (S c P A) (ft^S 

§2 01-2 0 6) ,>: L/co 

[0061] (1-4) 

mmnikxfmwv&^zysTvmvfi^tco 

: £^JK(MSJK) 
: Day7, 11, 14, 18, 21, 25, 28, 32, 3533 J: tf39 

: 10M-g/rabbi t (#M0. 2mL) 

: 0.2mL/rabbi t 

Jx^;£ : 1.0mL©*>'J yV(^JU^it^#:) ̂ 27G0>E|#t 

tt)T'tTO /"Co 

[0062] ( 1 - 5 ) ^M(M^KttMSB^ik) 

)il^0tS : MSfik MSK 2, 3, 4, 5£J:tf6®F^Kft7|I]©^]£Wc>fc 

o 

t&ztiz£vs 

^MJK(£&JK)fiMBB£J£O0 = [£^JK(kg)/(£^jK(kg)+ £^JK(kg))] 

X 100 
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[0063] ( 1 — 6) 11211EVIEMVAIVIEJIREL) 

gilitEIN : zffl6Ara/t:.-_,•ff -D tc. 

gilita : 	vilma) roni3trea t lig a) 	z hopff 	52:-; ,9' )1, ) *ZcEll kiN 

--(1,1_17f L, 	AtI3Alitat:.-..ct t,),1735t -1 /43541.Z134iin13011211RTEIDAct t,) 3R6e5 

tc: . 

Zffla(VM11211REL(%) = [ (Vkl(mni)- ,la(mm)) /(•la(mii)+ 

Ti 	(mm))) 	x100 

[0064] ( 1 — 7) ±12t4JA-fs'414R(Day42) 8 ,:t vetumozil 

RanvFortm:.-_ -  LIEII -b)J193 -Z z: L t:.-_,t t'JNEIME-:5 -t. Z. NAM 

E,1, VIffla(VMOMI3Alin1311MiclgAIR538,tveTAra$A53Affl ij, 1 

0%ifittNII- 7J)1/7  1) 	',,f-Y-e 	't Lk-. 

[0065] ( 1 — 8) AIIKLMS*Off-14-3,t rfAIIKLM*019Nt4 

1 0 %Ifltt&li-7J/l/7 ') 	'74'ffY t::- AM if L tc: 	llf,P:a, TA* 	EDTAN,K L 

tc. N,IT<V7,1, 	J-;1F0Dt0)iliPffg'516:.=.4toi77 4 	•8,±1,1, Lignit:- 

t)] L, 	iN7 I.. 	') J • IA- 	(HE) .t1-3,t tie1-7 7= 	0 (7°1=15-7J- 

I) t 	) 	.t, ,/ffkiN, A±1410*-41g 	Ye#PAIRA (OLYMPUS (TM, MA :B 

X51TF)T"ff -D tc. ATINDOS*t:.-.1-30- ZB'xraktta)fi'l.t, J-;t-Fa) 	 1 6.2 

1,1i3O)a1fiait 	(Kikuchi 	T, 	Yoneda H et 	at.: 	Osteoarthr i t is cartilage, 	4; 

99 — (1996) ) 	t:.-_,It-D --Calfi L tc_-. 	-7`s1--)t, 	ZW, VII 	, 	Eixrave 6 A„ 

IlE/X,R, 	7°1=15-7J- 	I) t 	.t,i't (It 7 5= 	O't,i't) e-F, Bix*NIN 

gOlJgz, 	ixraNIN511, Eix*-Frailffl, 	raNINN=ItVSa)8* IA 	5.Rlis, 

Nt4(0—+4) L, 	-TA IA 0,1TAaAgfrA naNALk- L. ts8, 	1 a),Wifia 

itt:80-C1412tKr119tSait0),ROPffRit:.= -DIX-C6, J-;CF0) 	2 t:.-..EAME,Tifia 

it (m at 6 ; Journal. of Surgery, 29: 112— (2010)) 	(,:.:It-D Z015 l, AL-. 

[0066] 
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[0063] (1 - 6) 

>UJ AE! HH §£ : MM6jJl^jg tC tT o tco 

T)UJ^ u m^mwmz^ yy 
tc0 

MgJK(£^JK)EifllJ:bOO = C (£^JK(mm)-£^JK(mm)) /(£^JK(mm)+ £ 

tiU(mm))] X 100 

[0064] ( 1 - 7 ) 

y$Ufiii£5E3-&£o Mi$fc 

'J L/co 

[0065] (1 - 8) mmmm^vwmti&tfmmm^mm 
1 0%*'IMfj*JUV'J >;mtC;l)*g^L/cAii^ §I#£EDTAJ&]* L 

tco 4M"HC 

'W h^> 'J > • x;^>(HE)<££/+}-7 ̂ ->0 (7°P^^^ 

mmm^mm^ft^mmoLVMPus m), M^:B 

X51TF)-etT^/c0 JUT^^HCIE 

SCDl^lffiS^S (Kikuchi T, Yoneda H et aL: Osteoarthritis cartilage, 4; 

99~(1996) ) tt^tilL/co TtZtts $kM<Dm^ fl 

mt/nm, -?n^jw±)ym&\$. (v-y^-yom^m) IT, IK#« 
!K#T#sd^ %Kmmmwmmo 

I¥'fffi(0~+4) UN &mg(DW&(Dmn%:m'£W&t Ltc0 &fc\ H 1 ©MS 

^C£lNT:R^&S^©$^P/Tjl,tC-3l\T^ JUT©^2 tClEi6©I¥llS 

(CHildtf £> ; Journal of Surgery, 29:112^— (2010)) TI?® L/c0 

[0066] 
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[ 	1 ] 

Observation / Score 
	

1 
	

2 
	

3 
	

4 
Loss of superficial layer <sight Moderate Focally severe Extensive severe 

Erosion of cartilage <Detectable Moderate Focally severe Extensive severe 

Fibrillation and/or fissures <Noticeable 
(<1very mall) 

Moderate 
(1 small) 

Marked (2 small or 
I medium) 

Extensive (3 small, 
2 medium or 1 

Loss of proteoglycan <Paler stain 
than control 

Moderate loss of 
safraniophilia 

Marked loss of 
safraniophilia 

Total loss of 
safraniophilia 

Disorganization of chondrocyte Noticeable Moderate, with Marked loss of No recognizable 

Loss of chndrocyte 
<Noticeable 
Decrease in cells 

Moderate decrease 
in cells 

Marked decrease in 
cells 

Very extensive 
decrease in cells 

Exposure of subchondral bone <Focal 
Exposure of bone 

Moderate 
Exposure of bone 

Fairly extensive 
exposure of bone 

Very extensive 
exposure of bone 

Cluster formation a)  <3-4 small, or 1-2 5-6 small, 3-4 7 or more small, 5- 7 or more medium 

a) Small: 2-4 cells, Medium: 5-8 cells, Large: 9 or more cells 

[0067] 
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[^1] 

Observation/ Score 1 2 3 4 
Loss of superficial layer <sight Moderate Focally severe Extensive severe 

Erosion of cartilage <Detectable Moderate Focally severe Extensive severe 

Fibrillation and/or fissures <Noticeable 
(<lvery mall) 

Moderate 
(1 small) 

Marked (2 small or Extensive (3 small, 
1 medium) 2 medium or 1 

Loss of proteoglycan <Paler stain Moderate loss of Marked loss of Total loss of Loss of proteoglycan 
than control safraniophilia safraniophilia safraniophilia 

Disorganization of chondrocyte Noticeable Moderate, with Marked loss of No recognizable 

Loss of chndrocyte <Noticeable 
Decrease in cells 

Moderate decrease Marked decrease in Very extensive 
in cells cells decrease in cells 

Exposure of subchondral bone <Focal 
Exposure of bone 

Moderate 
Exposure of bone 

Fairly extensive 
exposure of bone 

Very extensive 
exposure of bone 

Cluster formation a) <3-4 small, or 1-2 5-6 small, 3-4 7 or more small, 5- 7 or more medium 

a) Small: 2-4 cells, Medium: 5-8 cells, Large: 9 or more cells 

[0067] 
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1 ATOb6 IT IMM -L- 131/M LtaKOM4f-dfirtliaolgo)1/3 
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OM hN a '  rim it: liftM Ling- 	1/3 —2/3 i-c.., ti 
WM V-11AR. i..-t-crgekffitffifigikorlpm/3.12ATiz:2-). 
6116 

3 OM 736 Ill rilm iz:P.RM 1_, it-***ffizap,LEiz-_, t fi.--.. a 
MIN int-AR urrANVW3----2/ML,7-). 	216 

4 AM 734 6 It PAM iL-  RS 1.- tz_A-Vffi i. k_-  , t it: af(gM ‘1.  
igat-t-cr6Affi2/31A±.4:1-/- 6 ti, 6 
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1 OM h 6 rlot row r_. MR I., itrgX 7)4714 ,1312 011001/3  

PATT:_gy. 64-1,6 
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Viffi 7)N 6 Priv:0 iL 13.RA 1. itMhi1/3-2/3 iz-_, tit: 
aMMizfiy A. 1..- AAA'. ffi ffiaMiko No 1./3.1AT iz._ 

tu6 
3 01 7), 	ill NM izi PAN 1_,  tz..-  rHOffi2/3JA_Eiz..-  , t rz : _ a 

TX
. 	, 

)V iLlIzaz t.,  it4M7Yi 1/3-2/3 i,-_-_7). 6 ti.,6 

4 1N73 	I:PM/OP:PM Litrg.VM.-_, tit..- WtML 
A Lt-A' `ffi2/3gii•c_6 tt,6 

PM 0i'M 

0 OlEto 1.., 
1 rgOzo>5633/MAffiriffogWio) 1/ 4.12.4 T t' iz d) 6 
2 rN00fOljAhTffitS151: 0 1/4-2/4 	ic$- 	6 
3 AV 0.34MAJMN WTIOM 02/4^-3/4 	166 
4 rA-V oMMVAMTIRMIsta)3/4.1A_E r -  6 6 

7° 1F-7-- 2f- 	9 	:/ 
16:0314LIT 

0  ,(Eto 	t., 
1 rAv 0;g9MiAbW105 iilia 0 1/40,T ;k b 6 
2 AVoMMAJAMTIOPaiiao)1/4-2/4t.  r .  66 
3 M0r)30Y,MA7faff1a#,Iirt CO 2/4-3/4 	it' V) 6 
4 rH 	0) M5INUffi r-74005{2 0 3/ 4.PLE 	rt 66 

* M 2 1J 

0 gtiEt. 	t., 
1 rgko MNIVOIManisitt 0 1/ cAT t- i -  d) 
2 rKV);MAJA7)Iffianift 01/ 4-2/4 i' 6 6 
3 	 rAV(0.56316VMMIRMIt 0)2/4-3/4 t. 	d) 6 
4 vAmAigffipiffifirsa-a-)3/41A_E 	i -  6 

tikkiMifikAk  	2 

0 glE 	I., 
1 rggEo-Y`MMOirff-alia.o) 1/8I;(-Et. i -  6 6 

rAV)30/1MAIWIT ift 01/8-1/3 i- Y) 6 
3 roo 0.56 mtv47) NOM4 01/3 —2/3 t. r. N56 
4 Agtc-oMiii.0104-410503{top2/31A±.&36 

T*Xlil 

• 

o kfLtt., 
1 MV0-563MVAMffiff13,0t01/8P.JT 	i' 6?) 6 
2 Ag.o;MAJAMTIOfflito1/8 —1/3 t• 1- i66 
3 AV (1)363NMabitffinfka op 1/3-2/3 	l'ap 6 
4 mvo-mmovitTionfito2/31,1±. 	i:- e) 6 

NUtS5A 

o . Ott, 1. 
1 rA-0-50/SAJAhnfia4.150oU81.31T 	r-6 6 

M0DMMAJAMTIMR.01/8-1/36 6 2 
3 l'N0)WiligilA7M1firVIA: 0 1/3-2/3 t" 	bz5 6 
4 T'ggEoMMV7)3tfifif5fii o 2/31A_E- i;66 

( 1 — 9) 52 — 51 a) vi,±18 ct tieet,t1174* 
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0fE i mmvm® 
0 3£f[S& b 
l ifcjf h * IW/ltefiBJa Lfcjg^ffMBiSMfco«©i/3 

2 
e> tisuajci®^ bfc^^i/3~2/3(ci, ttc 

tmm 
bfl<£> 

3 h b?t«^2/3£U:i^ £ fcfi 

4 mmt.tct 
«bfc«3W3^±^fbtu5 

0 c 
1 ^ MEfclfcJi b7c#§^MW©®©l/3 

EUTfcfcbftS 

2 
SJl/^^jSm^bfc«^l/3~2/3fc, ~£tc 

btiZ 
3 mmfrb^w«rps^bfc^^2/3ju±^, 

SSJSfcSLK. bfc#!»l/3~2/3 fc* htlZ 
4 sjBfl*b ̂ mmtP&ULIK, t.it\$mf^{-

j|fc».bfc^^2/3Bt±t!l^fe^5 
0 «fl5fcb 
1 ^©3&Sa®^Ma^0l/4&T«r£*>S 
2 ifOlW^ffi^®l/4~2/4^ £&5 
3 ^&©&^^MM):©2/4~3/4«: £ & 5 
4 ^©»^«gtt^W«»M!fc(03/4K± 11&» 3 
0 Mftb 
1 ^©3§MM^M^£m/4&T£ 5 
2 © 1/4-2/4& £ & 3 
3 «©3§M^MM©2/4~3/4£ 5 
4 «©3§MM^Mtl5ft:©3/4&±£ 5 

0 «frb 
1 ^©&mM^f¥M&©l/4&T£ £J6 5 
2 #f^©MtCM^MgM£©l/4~2/4£ 
3 ^©3§M^!¥«M©2/4~3/4£r £«> 5 
4 M®ffi©3/4BLt& 5 
0 b 
1 
2 m^<Dwmmwmw>®.<Di/z~in%£}sbz> 
3 M©M«^MM£m/3~2/3££&;5 
4 ^©3S3Slg^W<llilfl5ffi©2/3«±S: 5 

l:*TflW 

0 b 

l:*TflW 
1 m^mmmmmm&<oiwxr* 

l:*TflW 2 l:*TflW 
3 SfOiI«i^«Wl/3~2/3^^65 

l:*TflW 

4 1ii&<D&m!^Wfflm(D2/3£Lk&&lbZ 
0 . Weft, b 
1 £fe 5 
2 
3 *Bg©#^a^M8Mfc© l/3~2/3 
4 ii©«M?)5ilttii©2/3H±^iJ65 
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•la*R1  gE3•EL 8 ct tie•la134101211RELt:.-_ --D o -c gw.,,ti (mean) L -t.  a) 

V-Iit,IAZ(SE)Xffl•I, 	)3MItNtR'4ULP114K#9:4U0134-eFWZ - o, 3• 

je6:i40 etS 0113SStudentOYAif T. 3AiMil1iNett3SAsp i n-We lchOt 

WI----e, ft±1410*-VAM:.-.1-30. ZRVAIA0K,i-aNAt._ -Do---ctUW=J1Fi( 

mean) L -t.  a) fmitg A t (sE) 	ffl,l, Mann-VVh i tney0)1MifT2M10)V=J4110) 

ZVt7f Lk-. ts8, 	1141J58,triel%a_latL Ltc. 

[0069] ( 2 ) AiM 

( 2 — 1) 	rAa"'IE f ]T a*R1  gE3•EL) 

3 8 ck rf 4 9 t:.-_, 	52/1/4/F11 (Day0) 75\ 6 t1444A-i-UR El (Day42) 	--ea) 

•la*EgE3•EL0147 	7i -c, P112tK#9:4U6Day1 4 	-CZ IMOM-f41Y91M., 75` 6 

01114ke,126/3 6 tt.tce, 	-t. 41.1-;t14- 6 	El O'g t:.-__9MtrAiitfler3ft-,3s tt,, 	- - 4-t, 

6:.-..1* -D tc_- 	475\ 6 Z iMa (V4M) Vz.. 75\ 0.  Z 12M  a) EL$ Wifil/P I., --C 8 (,J , t1* 

M-A-i-s- gyEl (Day42) 6:.:628. 0%0)1i1i71 L it. —, WiRtN#9:4g6Day14 

VC 1, , P114K4'4gL Hat:VIMOM-f40191,13` 6 0 	eq 	l 41., Ott. 

L;11316P112tK#9:4UL ELV 1, VIffla (V4M) V: A i -  Z WEIDEL$1, t1444A 

i-s- gyEl (Day42) 	TI-441-17T ij, 	Day420;141J7f V: 8 ki \ ---c (,, 	7,47.7`sZe,2673 6 

tt.tc_-  (p= O. 0053) o  

[0070] [0Z.00] 
°(£9 00"0 = d)^1+ 

vn ^a £ (2^0)0x1$ 

v2 v?ia£ 
W>tea¥1-e^#MBft&$ ^- °-n^?l®ffl%0 "8^111 (ZPteQ) B7&MW& 
w$ v ri SPin CDW*\2uw2) am^)$BMW<bc#-1 
u^ s^ £3^i^?miEii'«-1 ̂smtmrmz 
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P112 
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vt, aboi-. *R DayO Day? Day14 Day21 Day28 Day36 Day42 

tt* 
J2-4-VP 

• 
101 

..a-R (g) 630 360 560 290 460 440 340 
&:r. (g) 500 390 700 750 650 650 910 

RUN-% (%) 56 47 44 28 41 40 27 

102 
VER (g) 650 240 160 320 100 130 80 

:I HA (g) 500 500 160 320 300 800 660 
A2lE31t (%) 52 32 50 50 25 14 13 

103 
, , 

a14r, (g) 470 420 370 490 520 300 470 
'K (g) 510 700 670 740 720 580 720 

EinaOlt (%) 48 38 36 40 42 34 39 

104 
•2,k,lk(g) 390 300 200 380 480 510 290 
•'(k'a (g) 450 640 500 600 550 750 930 

ZA11E332 (%) 46 32 29 39 47 40 24 
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VAR (8) 640 270 600 410 290 370 370 

•'&At (g) 460 610 500 610 480 360 870 
MEAROtt (%) 64 31 55 40 38 51 30 
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XX42,0 tt (%) 45 13 47 40 44 33 35 
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ttitit (8) 270 430 380 450 600 660 520 
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ZI/E5.3.17t (%) 51 33 36 37 46 50 38 

206 
ta/ii(g) 360 460 610 440 780 610 610 
&at& (g) 310 750 600 580 800 870 580 
ZI12,31t (%) 53 38 50 43 49 37 51 

** . 	49. 1 32. 1 39. 4 43. 0 47. 0 39. 1 46. 7 
WARM 1.79 4.21 2.78 6.36 3. 38 2.82 3.61 
P 	Volum 0.6486 0.9960 0.4310 0.5641 0. 1295 0.5602 0.0053" 
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101 &&me) 500 390 700 750 650 650 910 

56 47 44 28 41 40 27 
;&&&(*) 550 240 160 320 100 130 80 
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52 32 50 50 25 14 13 

^«K(g) 470 420 370 490 520 300 470 
103 £®K(R) 510 700 670 740 720 580 720 

j > MSE#*fc(%) 48 38 36 40 42 34 39 m# 390 300 200 380 480 510 290 
104 450 640 500 600 550 750 930 

46 32 29 39 47 40 24 
&&fe(g) 540 270 600 410 290 370 370 

105 460 610 500 610 480 360 870 
54 31 55 40 38 51 30 

£#J&(g) 380 50 450 460 590 380 490 
106 £#ja(g) 460 340 500 680 740 760 900 

45 13 47 40 44 33 35 
50.3 32.1 43. 3 39.4 39.4 35.6 28. 0 
1. 77 4.60 3. 94 2. 87 3.14 5.07 3.83 

:fc#IK(g} 660 660 520 380 600 350 440 
201 610 1010 770 710 700 660 620 

52 40 40 35 46 35 42 
320 160 200 370 150 350 510 

202 400 410 400 440 290 800 700 
**BE£-Jt(S0 44 28 33 46 34 30 42 
*^te(g) 410 140 320 720 390 380 630 

203 £&&(<?) 550 900 640 350 260 470 380 
43 13 33 67 60 45 62 

MMM &-$-m 
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205 260 880 700 700 710 570 840 
51 33 36 37 46 50 38 
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( AAR IMISSIKkE) 4 	MihRt-Tft 
i, ettt4-5- *11 

4A 1919 
Day42 

VAR (mm) 24.45 
101 VAN (mm) 23.98 

)16.11AL (%) 1.96 
VAR (mm) 25.86 

102 &IAN (mm) 20.31 
SAM (%) 27.33 
VAR (mm) 23.08 

103 •I'A)lit (mm) 21.20 
NAM (%) 8.87 

l* tlA lit (mm) 24.37 
JR 40 104 &IC& (mm) 22.31 

N.ARkL (%) 9.23 
ttCit (mm) 24.96 

105 &Mt (mm) 23. 00 
SIM (%) 8.52 
ttk a (mm) 25.44 

106 •IAjik (mm) 22. 06 
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Vika (mm) 24. 17 
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SIM (%) 3.72 

inkItt W 204 
VAR (mm) 21.63 

R-412A •IA)1k (.mm) 22.88 
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tAilk (min) 24.74 
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