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T 82 WY BET B2 Y dZAE oA FLFEA A SAFFANHYALL, HYAL2)S] ol o
g 3 LagEdA fFEA Y 2ES FAE AYE mA g

= 9% F%50U&H) H7Hpain assessment)(YFFA FHH|EH], weight distribution across both hind limbs)
o] Fol= yeptt. HAEXEFEFQA n=6, AlTF(v]A|F], vehicle administered group)¥} H]nL3}o], x|
w%; p<0.05, p<0.01% 2](Student?] t#H 74, Aspin-Welche] t7AA)

T 102 FAH(ER) H7M(swelling assessment)(FFA| FHuEH]) 2] Fo]E el HAAXLZFLA
n=6, A1T(vfA] FAF)T vlaste], «, #x; p<0.05, p<0.01Z 59 (Student?] tAA, Aspin-Welche tAA)

= 112 dEE(fenur) E7] 2 A=(tibia) 5719 W23 4 vehdn,

= 125 dzEEe WHexz 3M(histopathological image)S YERTE A= Al T (vehicle
administered group, SEWHZ 101), $UHEZF WHZ HE |4 x 200 FEIAZE dZAEY wdEA
(disorganization of chondrocytes, 343), W 5 (cluster formation, 3HF¥)E 747 vepditt. B
= APEA T (substance administered group, SEWE 201), $UlEF WS HE 94 x 200 #HLA=H
A= 3 (cartilage erosion, 53| v|FH)S YEpditt. & WA FAX(FEHD 1 4
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A2 (DR Yehge 3gE 5 X 2 Y7 24adAel 3EdEe, 2 5 570 5-230088% W, S 7-
1497725 &1, E7)9 7-258278% K., EJNTE 9-252355 FHo] Z|AE W Fo Fslo] Fezon I
T 3l

= o] FAE F#l9 Zolut Streptomyces
IS FEe] Aol Aok AJeko 24 7535, Actinomadula sp. No.
2 34 ¥xagrdite]l sdET(R: BU1E 11-3670328 HAA).
Kel e} L

chromofuscus, Actinomadula sp %‘
362 frefe] Jaol o] =3 e
229 QAU EAE A Dgl s
AT W, PABES FHIHT 2N AFA0H 56 PE)

)l 1 WA 5AIRE AR WAt AAE Y 22U A E%”&‘%’.Ml ot %%, A4
AZntEagy, v g2uE 89 (TLC) S 9 A

EE, U dehlE SRE F 0F Axddelu, Vb vWEds)d

(Kobayashi, S. %, Tetrahedron Letters 34, 4047-4050(1993))c] <3&to] AT = don, A3
W02002/094286%. Xl 71AE el oa] g = k. FAAQ] FAAZ A o= v 2.
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w= ZAE7) W02003/104246% &Rl Z1AE Wl & AT 4 vt

2 o] AAgHer s&H= AAE HEd FERAE] (DR

5 = =
dehis BgEe Fashs ook 24Rel FHm AFHs ol vgasit

2 o] fHF ARAE oy FHE FAT ¢ oy, nEAd FAFHEAE AFFAE HATFA(
& ¥, A9y, 254, F3F = o o FA A Fo, ARG 5o ) FHEit. AR
of AHg otk EEAE, AA, HHA, A, A, SAqA, dGA, AlHA & A= E 5 3, ¥
Ao AAg oI RAE FAA, FAA, FAA, AuFFATE dE & F Jdo, B o o
A e old IAHE AL oy}, TS, FAVES o]8ste AMWE  AlA(sustained-release
formulation) & W& % QITh.

147t 4]

FArzAl, dgA, gaA, 2-5A, 714, SeiAl B &
1=
o}

AT Folg AAe 2A AgE & olE AAE WAER, 4% 59, ¥EY, 59, D9 - 2s

A4 ABRs 5o BYA; ARG ABRA, S8, EE ARANLASRALE SO B = EAw

zA; HE%A trddges, dusAzedugasgs EquduE, £ Aed So AR Av)

ofRlAt Mg w84 o] BuA; ssAzzdugazes, WAy, EdAsE £ A5 ¢
=R L =

5 g
¥ stebn, Felgdses, Add, nyE
ko)

FAF = AL AlA|(infusion preparation)®] FAo] AMEE 4 & AALE HIMERZAE, TAMH T/HT,
Al A Z2gdAdIeE, ARG 59 FA TE 84 £33 (use-time dissolution type) FAMAEZ
TS &3lA e &3 BEA, =Y, g3 YEF, D-vYE, ZEAY 9 $3ZsA; 714, /714

ojate] AAlefel ofal] ¥ THE By FAlHom dWsiloy, B 2R ols AAdd & dHH= A

ol Tt

N}\q

4 A 9 1

(1) ¥

(1-1) #4- dFAM*E(articular chondrocyte) % &AM E(synoviocyte) 2] Bl

MYy F5 B4-d3(knee osteoarthrosis) FAZEH AT FEAY HS<&(artificial knee joint
replacement )A] A A MFH3E B ZAAF(hyaline articular cartilage)S AF&3FETt. ¥4 dFaHES A
2 5, Z2uAl, FEAGUA asAHge] s dZvFS &, AEE AFST g, IEREIAC.
gk, A E(synoviocyte) = AFHIATE. 2 HAAJde = olejdt WEY HHFT o] wd A=A Ee}
JUAEE o] g3, AW yaly] 98] @5 L EolA vl (monolayer, high-density culture)dte] A
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ol Abg3Ftk.  wlA]= DMEM + 10% FBS + 1% A/ AE ©]83FaL, confluent & F3H viX]2 1A

(1-2) @4 Easel ot B shulabg EashePakcPA) H7h
k!

3 ZASE YA s ghhksy A A C16:1-cPA (cPA)9}, native cPA(NCPA)E o] &3to], Z+7t =% (0
~ 50nM), AIZHO ~ 48 AIZh), 3|LFEAHHA) AAF, S| LFEAHHA) T AA(HASL, HASZ 9 HAS3)<ol e, Hl
|G FEEAH(HA) B3| EA(HYALL 2 HYAL2)o| W3] AEST).

C16:1-cPA(I=™ Folli= "cPA"Z2 HE7]3th) 9 etz ofdol 2.

4] 4

O

w3k native cPA(EY FolE= "NePA"R ¥ thE ool o] AlzFFATHCH

BN
A
e
=
o
=
T
o
[N}
D
©
o
=
fol
o
>

o AAA A = 70%) 10g2 0.3M F3LES H-5H 100ml 2] IMN A SE8 B (pH 6.5)l
. 6000E+S] o] AEHETIO) A A £ %?41 A IA A2S Hrbelar, 40ToA 18A17F mulale] Rk
z 20 %, 100l FR2EZEE, 50ml WSS Hrbsta FES

EE% T& Hol TR BFARAZTG.  aF o] 100ml <] OMI
AAS AASRE. AAE 5gS 40ml FREZEF] &AA WM X4F
Al 150091 €] e wmmbol A~ & frEje MMLEMZ%] DE 747}?# B}°

L

:L_YE

= E%%E}. 01 &N ﬂﬂz%ﬂﬂ A JOW Al71a 3% Eiiﬂﬂ ik EF
ack. HyAE %P%E: 70%(10g 5 7g)i—‘?—E1 A

S 27§ (ATTO Corporation)H S
£ QA EdE o8] At WAHR

“ i=4
che, ThAl 208 uﬂ%%% oot 22
s =

e A7 TLCH | 9 ZAE UM YEFSS FHole 288 gelste] 3, A7)
oA AAARAA i T aAFE A JEFAY B 32008 59T B AR 34 aATEUA UE
F99 = 5%tk

(1-3) HA &2 2 HA Bas I3y =4

Alg 24X 7F Aol AZAE wjFS F83 miX 2 wAsta, 7t 550, 5, 10, 25, 50nM) 2] cPA H+= N-cPAE
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A7V, v R, AE 24A17F Aol AZAE agE FE8A MAR wASta, 7 X0, 10, 25uD)9]
cPAZ #7}edvk. 0, 0.5, 1, 2, 4A)7F Fo FAE RNAZ 3]43}aL, cDNA 4, HAS1, HAS2, HAS3, HYLI,
2 HyL29] w4 H(dzx fFdahe digh dd gdago=A
sla, F37 gz e JA71A gs 12 A

H o
i1
>
)
-
(@)
=
fr
ot
ot
ol
ol
32
T
()
o
ol
rlo
o Ll
12

FAHeR, TSy Zo] AlE T ZAHI RTe AlolE 429 9X|(Ct: cycle number threshold)e] =<},
2Tt A8l oA CtE mladts AACtH &) L3z v = A8,

1) 7ZF AlEel gloA] CtE AMEste], ACtE A&
ACt = Ct(EH FHd4h) - Ct(Hx=T FH20)
2) ANCLE A&
ANCt = Ct(F A=) - Ct(tEd AlR)
3) o Azl oA 34 FHA TS st

(=AACt)

D WET AR Qoid Aiteh olF el FES 1Z s, EA A4 WHE A&

A 48A17F Aol AFAE wjFS T v E wAskar, zF F%(0, 10, 50uM) ] cPA EE N-cPAZ #H7let
ok WS ASdES 0, 6, 12, 24, 43A3F SO AFHIIAT. A9 = dEEle HA 2 @9AS o] &3
=¢]x ELISAY (QnE Hyaluronic Acid(HA) ELISA Assay kit; Biotech Trading Partners, Inc)ollA] HA A4k

(2-1) HA a4 9 HA Belas dde 5447

o

AZAFE o) HA FAHFEA 2 HA Edlas 23 SHAIAE = 1 WA = 50l AR, = 1 WA
T 5olA HEEo], C16:1-cPA(cPA)E Bx9oFZ o= HAS ¥ &0 2 FEglth.  HAS1, 32 7t 2A1%E

Foll dpgor o] FREHJOoL, AXTE Fol= TFHo] AeH vk, NePAR whEbZRAIGI. HA E3fas
(HYL1,2,3)¢] @elol= oJafo] @itk 7] ATZRE, PA L NePAE HA FHA2E FEE 0= e
Wk S, ZEpAE] glojA HA FAEA Hdel SAANE = 7o, HA Eelas wde SAENE = 8

o 7k7t e,

(2-2) 3|FEAL(HA) Arkel S

HA AAtke] %Xééﬁre goll LAlETE. & 6olA] BEo], C16:1-cPA(cPA)E AZAE HA FA3S AXHow
ZAA AE 92 WESIETE. 48417 Folle 50nM FA7bte hERT vuste] oF 3uje] HA /1S Wit
NePAE mhb7}A] 2hg-S YJepIth. A7) A3 23, C16:1-cPA(cPA) 2 0AY o4 AZ Az thste] HA A
g FReE Ao R YERT.

J

nHN‘ m

(3) 2%

dukyl (DR YeElE 4 I2agEdrt =5 Jesy ¥ 23 EdAake ol M-fola E(dermal fibroblast
s)9 A9} v AR, AR 0ATE AEAE JAAE HA FHEL HES FEe HA ALE SX3e

0.2 ehst,
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4 Al 9 2

E7] F5(rabbit knee) WA wWHZFol| thek ScPAS] ka7t

of\

11~1258 9 2 E71(Kbs:NZW) 1282 ALE8tth.  E71E 14.4~24.9°ColA 7~19418] 2 A17H(12417h)
£317] o}wq w}/ﬂ] o] Ao R AMFEIGT.  AlEE (R-3(QE CLEAAF AE)(150g/9)S AM&3haL,

M

oo |o

(1-2) FoA=4

(92)-9-= e Al AF-(2-3]| =& A -2-2 Ao -1 2-SALE A Z T-4-A) W E o ~HE YEHF Y (octadecenoic acid-
(2-hydroxy-2-oxide-1, 2-oxaphospholan-4- yl)methyl ester sodium salt )(C18:1-cPA; ScPA)S A}-&3}%itt.

74 5

i

?H~CH2\ _0
yd
CH,—0" “ONa

) 4 (vehicle) 2% A A A4S A}&3590).

(1-3) WPA BEF waol A4

28 v# (deep anesthesia) 32l E7] & 93 X|(right hind limb) FAFHE AY] AEIV|Z AR},
o]&d(isodine) &2 =3t HwHAE £33 US9 9IE AN s, £70 Adl(patellofemoral
ligament)®] WS Id>(articular capsule)®te] F74& Argt &, WS S5 <Ad(medial patellofemoral
ligament)E Awslsict. ¥ v, TE¥(articular capsule)E AA AAstal, WHF wHE(medial
meniscus) g =EAIA &Ad] AASUT. HEHS A& &, BEAXY FHx4 2 xyE TGl &
Aol = SAEZ (Viceillin, Meiji Seika Pharma Co., Ltd.)<S Stisle= AElA9<(500mg(g7})/20ml) = <~
E5-AE AAsSI

Hd AAe Fd(day O)oll= AA%ta, Fv AFAASFATE. 243 (avakening) S F=°] 755 AEHo
2 FHolE HHEA . 7S 1T wrpx e Ato] 7] B A2 ASE v 9t B2
A BAE dol Besta, H7F FAAE A 2] Hst] AH3] A0 (body position change)dFAtt. A

o

skl FAA(Viceillin; 399 /kg)E 19 13] 5] Folahaint.

215 54A (Day 5)7HA+= A ol

wd ZA olF  AFo] wHAF 1T 6489 A (vehicle) FAT(FEWIE 101~106)F AlFEA(test
substance)(ScPA) T (FEHIE 201~206)9] 270 & U},
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[0095]
[0096]
[0097]
[0098]
[0099]
[0100]
[0101]

[0102]

[0103]
[0104]

[0105]

[0106]

[0107]
[0108]

[0109]

[0110]

[0111]

[0112]

[0113]

[0114]

S550l 10-1953181

(1-4) AEE4 2 A9 #4273 (joint cavity) W Fo

AdEd 2 Ao R o]ste} o] it
FoAz: #E7(joint cavity) W Fo
Fo]B . 95X (right hind limb, XA (treated limb))
o8l Day 7, 11, 14, 18, 21, 25, 28, 32, 35 % 39
Tl g AEEA 0ug/E7 (€% 0.2ml)
WA 0.2ml/E7]
Fok: 1.0m19] Al A ((Terumo Corporation) ¢ 27Ge] FAFZ (Terumo Corporation) o & Fof

(1-5) TEH 7} pain assessment, A ZFrujEn])

435 AXNA, X 1, 2, 3, 4, 5 2 6 F3IF T & 739 g =4

SANH T F95X0 RaEEs AF A4S AFAES o)gste]l SAsta, AXA($-FA)e wjEnE 37 2
of oJ3le] T3t

AR A (9-FA]) 2] SRR (%) = [9-FA(kg)/(9-FA(kg) + FHFA(kg))] x 100

(1-6) &% 7}(swelling assessment, X FHAZEHH])

4305 AR 6 F7 Fol 54
S A9FA9 BARSIA b We $9E OAY Aevi(digital calipers)E ol gto]
ZAetn, WRA BTl o) fuss BAve] £ olstel Ao o5 Fahsirh:

(1-7) AAANEAHF (Day 42) B AHF-2] A

A AR el didte] AAE Ao R Wl AAAZT. BEAAS, AXA(-FA) ] T
F919] tEZ =7](femur condyle) ¥ AF E7](tibial condyle)& H&EstaL, 106 4 95 =2
o 1),

o
N

(1-8) WelzAmie] 2 2 Yo xdory 37}

10% 54 95 =9y gdd AA A3 YEZF, 4FS EDTAR vuES AAsAE. vd AA7 24
W, geol fA BRo=s gEubid wel gt I 4wz 9FA] A WSl A hematoxylin-eosin (HE) &3
2 safranin O (proteoglycan) 9GS d3taL, Fsta v (BXo1TF; OLYMPUS) o = W] ZzZ s HAALES 35k

A
o "y RFAFZEY QoA AFHAY AxE U2 % 19 7|A¥ #7715 (Kikuchi, T, Yoneda, H. et al.,
Osteoarthritis cartilage, 4; p.99 and continuing pages, 1996)°] ulg} H7}3ldct.  FAHoZ, FFY
2 AF F3F(cartilage erosion), ZZ3F(fibrillation)/w# < (fissure), Z2H L ZFZ+ FMAl(safranin
0 A% Ak, ATAXE wiERAg, dSAE 24, dZ3tE =&, dZAXE R SFH(cluster formation)<]
55 59A HIHO0~+4)3taL, 7+ 5] B FFE FFHALRE vk, ek, & 19 HIPFE Ao
A FAAJA 71Ee] e a2 olste] R 29 )Al® H717]=(Naoki Ishiguro et al., Journal of Surgery,
29: p.112 and continuing pages, 2010)o] w2} #7134},

o L
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[0115]

[0116]

o
J
Jm
Qﬂ

#£ 1
Observation / Score 1 2 3 4
Loss of superficial layer <sight Moderate Focally severe Extensive severc
Erosion of cartilage <Detectable Moderate Focally severe Extensive severe
e <Moticeable Moaderate Marked (2 small or Extensive (3 small
Fibrillation andfor i ®
i OTUSUSS (clverymall) (1 small) 1 medium) 2 medium or 1
LossaEproteogh <Paler stain Moderate loss of  Marked loss of Total loss of
profeogiycan than control safraniophilia  safremiophilia  safraniophilia
Disorganization of chondrocyte  Moticeable Moderate, with Marked loss of Mo recognizable
T <Moticeable Moderate decrease  Marked decrease in Very extensive
o Decrease incells  incells cslls decrease in calls
E <Focal Moderate Fairly extensive  Very extensive
et subeondeal boms Exposuwre of bone  Exposure of bone  exposure of bone  exposure of bone
Cluster formation ® <3.4 small, or 1-2 5-6 small, 34 7 or more small, 5- 7 or more medium

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

X2
2 A B4 S L
0 |Wsgls
Az v 1 |5 owiy Fh5o] =gyl Wwo] Wrhiele] 1/3 oldtze W4
(cartilage erosion) RTORTH FT =dE Wwo] ByRE-ele 1/3-2/3, £ AT
of sbE¥ Wwo]l Wy Fo 1/3 oldtE HY
3 |ETOoENE TS =dhd o]l HFUHES e 2/3 o, F2 A
soll de o] HIHRe o] 1/3~2/3% WY
4 |EFoRFE FTA IFE WRo]l 1, F2 ATl e Wuol
F7HEe] Fo] 2/3 o]ow HY
0 [Hstgls
23} 1 [FFowfy F05o =dd Wro] HIHrele] 1/3 olatze W
(fibrillation) 2 |EToENE TTo IdE el BRI 1/3-2/3, 2 AT
/e of syl Wylo] Hrphe] %] 1/3 ot K9 _
. 3 |ETOoRNE T wdhE Wwo] Iy 2/3 o), F& A
(fissure) Sl srgl gwiol W9l £o| 1/3-2/37 w9
4 |FESoENE AT Hgd ¥uo] 1, F2 Aol dd W¥uol
B7HE9] Fo] 2/3 o]ow WY
0 [Mshels
% (superficial 1 | ¥ste] Wl g o] HI/HT9e] 1/4 oldtE HF3
layer)®] 2% 2 |Wske] WA g o] Frprele) 1/4~2/45 HFF
3 |Wiste] wrE Aol W e 2/4~3/45 ¥
4 |Wste] wEgHo] HIHES e 3/4 olds HFe
zZzeHeadzt A 0 [WstlS
Ast 1 [Wste] e o] A el 1/4 olsts M3t
(lowered proteoglycan| 2 |®3}le] W Ao] HFr}H 99 1/4~2/42 AH3)
stainability) 3 [wsle] wEYGdo] HIEe e 2/4-3/45 HEE
4 |Wiste] WrE o] IR o 3/4 o]kt HFot
A=A 2 0 [Wsigls
Hj < 24 1 [wste] wredfo] Hrpn-elo] 1/4 olsts M3t
(disorganization of 2 [wiste] egoio] IRl 1/4~2/48 HAS
chondrocytes) 3 [Wste] W gdo] HIH ] 2/4-3/45 HFS
4 |Wste] wEgHo] HIHES e 3/4 olds HFe
0 |Wsels
AZA|E 24 1 [Wste] wrE o] A el 1/8 olsts 3t
(loss of chondrocyte)| 2 |¥8te] Wrelddejo] Hybp9je] 1/8~1/35 H4ysh
3 |Wste] wEgHo] HuHH e 1/3~2/35 A3t
4 |Wiste] WrE o] IR o 2/3 oAt HFet
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[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

SS53d 10-1953181
0 |Wsiels
ﬁ%é}% 1 |¥isle] g edo] HrH9le 1/8 olatE HFE
(subchondral bone)e] |2 |W3}e] W& o] HrH-9¢] 1/8~1/3& 7‘4%@
=F 3 |wste] W ofo] HrHRe] 1/3~2/38 HA{F
4 |Wste] W dHo] HIHE L] 2/3 oS HARF
0 |¥ssls
584 1 |Wste] WA YgHo] Jrpree] 1/8 olstE Hi3h
(Cluster 2 Wl whE o] AU 1/8~1/35 HR3
formation) 3 |Wste] wrdgHo] Hrp9 o] 1/3~2/38 A/RF
4 |[Wiste] Wre o] -9l 2/3 oS A3
(1-9) dlelet g 2 SANA
A FEEY 2 ST BETE A JolA] wH T A (mean) B Lo BFLAHSE)E AFET F, AldEE
A Fojty ujA] FoldtolA F-HAES dstal, Aol ¢l Aol Student] THAAOR, BAlo] e A4
o= Aspin-Welchd] T-7HAAo 2, Ha| 284 7HAlo] gojx] Hrlarie] 3G Ao glojE= 3 X (mean)
3

e
[e]
I 19 i{—frd_x}(SE)—‘ %?ﬂ' —?, Mann-Whitneyo] U-AA SR 277t HH A9 25 AAS AT, =3+, <F

# 3 2 = 9 EAFA(Day 0)2HH BAANE HHLDay 42)7H4 9] FFA TFulEnl o] FolE et
WA ol Day 14744 AR o34 FHFozRE o 3&o] yeyton, T ofFol= AJRke] Aol e}
G BEATo] FEHo]l o Ftels FEo2REH AAA(FFADA A= AT HE2 FAEAA

AANAR AFHLDayd2) o= 28.0%2 W& S Yepdth. @3, AFEZD T2 Day 474 & v F
T AR MR o] A HFoRRE] FEHL, 1 o|Fd= wiA] T Hluste] AXA(§-F
Aol FE= S &S BAANS AHALDay 42)7H4] = S WERdo], Day 429 SACAM = F94
& 27F YEFSTH(p=0.0053) .

X 3
g TEWE (¥ E
(group) Day0 Day7 Dayl4 | Day2l | Day28 | Day35 Day42
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v ] 101 232 (mm) 24.45
T 234 (mm) 23.98
<309 (%) 1.96
102 5 A (mm) 25.86
F5 A (mm) 20.31
<309 (%) 27.33
103 %A (mm) 23.08
F5 A (mm) 21.20
<309 (%) 8.87
104 %A (mm) 24.37
F5 A (mm) 22.31
<309 (%) 9.23
105 -5 (mm) 24.96
F5 A (mm) 23.00
<309 (%) 8.52
106 %A (mm) 25.44
F5 A (mm) 22.06
Z7] (%) 15.32
¥ A 11.9
xEox 3.54
AEEE F (201 25 2] (mm) 24.17
Az A% (mm) 24..60
<309 (%) -1.75
202 5 A (mm) 23.75
F5 A (mm) 23.38
<309 (%) 1.58
203 -5 (mm) 22.30
F5 A (mm) 21.50
<309 (%) 3.72
204 %A (mm) 21.63
F5 A (mm) 22.88
<309 (%) -5.46
205 5 A (mm) 24,74
F5 A (mm) 23.21
<309 (%) 6.59
206 -5 (mm) 21.36
F5 A (mm) 21.79
<309 (%) -1.97
¥ A 0.5
xEox 1.78
P Volum 0.0164*
[0127] (%)
[0128] (2-3) Welz4sd P}
[0129] Bl x4y AAARE ¥ 5 9 ¥ 6, = 110 29%sta, dxde] Pyzgste = 126 Uehiict.
[0130] A Folat B AFdEE T Fatel oA, tEE 253 (lateral condyles of femur) % A= 9|53

(lateral condyles of tibia)ol= WA #EF 2d FAZREH {3 Fsi= Ao Uelx &sho.
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s=<s5

[0131]

17,

9, 21,

o},
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R

0.43)0]
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&

o))

< AeelA =

11, 8, 20(

0

M-
A

o] W} ek

=
3

.mo
B
Hn

=

s

AR

+

X = 8.33

(]

|

2 5, 6, 10, 3, 20, 6(%

Z] o
T

3

oz

=

5
of

Fol 68 = 4dloA A

e

°©

UERHATHD = 0.0649).

o

e s

2.51)0laL, A Fojgte] e 9ol wisiel HlaL

Aol oM s

o] 6 &

w

[0132]

8, 27, 14, 5,

0.0643

0.40
0.40
0.49

0.48
0.17
0.48
0.33
0.40
2.51

117
117
0.67

117
0.83
0,83
0.33
217
8.33

2] =10.50 £ 3.91)0]At}.
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