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7f'f V >#I, 

3£i§:14#*fi^ Jjt U >Ssff g 

-tz'j flf'ii'J^l^'IISI, m% 
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M^fcNJ:t//S/cti±^^®/cto®^®^(>: LTti^ $J*.ti\ 

l=K =1 h 'J SL71^;1/^T-HS hP>^t>A2g§ft7 

y*=T=xk hp >#>+}->£-j$l#SlPlS^ x^P'C K#tfPtf£*i£ 

o 

[0044] *mMit£m(DE3ft1&mBlzttTZ^ffiti£V/£tcte>m®]%(DM£ 
£J:ZJ(/£fclitg&<Dfcit)<Dito<DmM}£ LTti, ^Jxti\ XT 
p^ K\ '•izmmmj-n'j 
2 £#<*$!!$[££, 7°PX^^^>y>^i#^PlS^ 

, *X*yxX^--tzPlSli^ P<^P7°P^77--tzPlS^ Jg^^PlS 

Us StTNF-a^J, J/E I L-1 i^ij, SL I L-6^iJ^0^Ht^ 

yfy^omM, +M >PiSli^ #X^CK KteStifc^ik SCD2 
0 If btl&o 

[0045] *fgBE ittity} (D<§ tC M t £ ̂  ®5 £ <£ Xf/ £ tc ti)£0$]H(D£ 

£Xf/£tc&ig&<Dtc&>(Dtii<DMyt}£LT&s 0!la.t£s XTP^ K, X^X 

*--tzPMii, t>yf-J b-2§inmmMs -JuxW^yVy, 7° 
nxW^y^ySj&MMm^M, fcxfc*/JLXT=7—t£m.^M, *$ny° 
p^77--tfpis^ stp>r P s'jx>nN SLP'J>HN K 
P>^t>A2g§ft7>^^-7 k 

+ Stalls SL+M S2K 
+M sa>r yPM2& 7 ̂ NUXZI 'j yMM, *^4 x-*-jg£| 
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num. bti%0 

[0046] 

A'JX 'J ys 7 — 7y'J>s hP>tf>PI 

^Ms 7T??-Xam^Ms ADPg§ft7>^^-Xh, 

f i~—if PIS hi b ti S o 

[0047] ittity}(D#Xf/ £ tc tiH®£ 

&V/£tc[Zm^(Dtc£>(D%(DMty}t LTti^ KM 

$|JN 7°PX^^>^>^ tf^$>D§^iJN *jJl/*>£A§!&!k iXhP^f 

-f 7°'J 7^>i^ ^>/^|WHtX^P^ K 

££, ^7%>>KPlS|j^ 

1 Plil, PTHrPImW, ^P7°PTM^-izPlSli^ 

7 7)\yV*^( J/E^VKP^V^ I^iXhP^>S 

(SERMs) N 7°P^X^P >fES]^ 

(calcylitics) N X K P y^ 0 A§^IJN a-^JU:>h-

ymfeTrm^y^bmMs mmm-amst SRANKLS^ STNF 
- a $KWs ^TL I L - 6 tfEfrHP tf £ tl S <> 

[0048] *fgBJ^tl=r^©#*y>>'J >^ffitCttt-£^|ft£J:tf/£fcti££*®JII 

LTti^ $J*.ti\ :PJU+,Mt 

Us a 

SLCD2 0SL^ 

[0049] $ ymomt LT^ miTif^x^y, i/Ufx 
7v;ui|xp< yx^y, 7-ex 

s i^It^P/^^X d I - V b-r >11^7 P;U7 X - >N 7v;Ht^b 

7v;uit>r hf7iX ^pOLK'J^-k J^II 

y7l>th'7^>, inHt'V 7° P 7° ^ >N J^II-tZ^1'J f'XP7^ 

fJL'7xti;>v 7?ffyx ±mll7 X + v 7 

<V^x^ys **$*Jys -?UW.=E*$>V 
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^7 PJk>7 <J Vy^ifmibti§o 

[0050] l=K =l K 'J Jiy&tfiMCDfflt LZte, 7°^ yjUtl X "E 

>jji/ixhth +r'7 <r jisjistix k yy'jistixhs tf^jistix K 

, XJlstlX k -1 ^JlstlX h± h'J OJ±s 'JkU^Xk 

Ssj-JlstlXhs tfPKvXk hpOU^Xk btl& 

o 

[0051] tiJy\s)\s^-M(Dmt LT^ 0!la.^ 

^^7^77>K -mVzrXV, -f $ KP^X h 'J OAs Ji/< 

x^y, ikm^tfj-x^y, 77ibm^^yx^y, ^++fh$K\ ikm* 
•tf^iwk i^Il^p i^^Vy, 9U=E9*X) OWL, 0 P^'J 7I£:»- K 'J ^ A 

s 7v;uit>r "tz^hPyxk 'J k>JUl£X7° 

^IfV^Xk ril'7ityx K$ K A7Kffi^ 

% h^-^X hs ^K7P$Jk 7i + V7it>>,>1 ii7x + V7xt 

P^X 'J ^ A, ^^r^Vy. ^VhPA'X l/t°'Jt^h, 

p ̂  *? v y =f if^ tf £> ti s o 

[0052] t*n>tf*-y->A2&&WRmM<DW£ LT^ K P ¥X K 

% K$ h P/O^Jk;^ ATK®^ K £>ti-g>0 

Kpyt^v-y^mmmmmmomt LT&, >r $ Kpyx 
kj^A, 

[0053] XTUJ F(Dffl£ LZtts ^AW-k P/\7I£t: KP PJU51 

V'V^-K'J^A, p/\^I|7°b K-x/P K'J ^ A, p< ^JUP/^I^b 

K —X/P h 'J "7 A% :>7b7-k y7;U7°b Fi— k 7°Pt°^>II 

^*y-*$s/y, hU7A^ypk K 'J 

yix^j nyyiz v~ k /\jk>y=k ^ x/x t 

KP^JbfV'x kf/<;uil7)\s* $ Vy, yi/K-Vnx 7'T1' 

V— k lWk~7°z>X^ny. 7 Plt^E^ *? s/y> 7;U^i>y-K\ 

yp>77-tzh-K\ 7;uKP+^PJU?1 k 7;U-VJK\ 7°u K—VPy 
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, 7°P kfp n* $ x/>, 7°P p^ V—JU, 7°ptf^ 

* x/>, ^P^>if^Ph*X 7°P tf^>Il7>'U51^x/> 

, 7°P PP< *x/>, K-V'PX p< 

^;U70b K-x/P >X U7°^^" h, ^^7°^ K-x/P>^" h 'J VAX? 

*>*—k 'J >IlTr+HtP< *? sJy~y h 'J "7 A, 'J >I|t KP=J^V">t K 

'J^A, 'J >I|7°b K —X/P>^~ K 'J "7 A, S^It^JUPJU K P >, 

S^I£^P<^X/>, S^IIMl7°b K = X/P>, Ml 

zuu^l/V, H|y7P7V*X M£ h'J 7AW P 

>N fti/\p^l/ KX fti7^KP = JbfV'X Ml 

7°bK-x/P>, K-V"PX |§I£7P^x/>, |§I£L K 

pzuu^V'v, S§ll7°ph'p^^fv'x s§il7°p 

[0054] ft^JCpftJ2i£©0!J£ LT&, 7° >J y, ?X37^>X x 

^P'JAX, +)-^VX)l>7 7tf'J^'X ^>^P/1NX7 7$ 

K, :>P'JAX, 7%>^$>, ^hhb+^-k U7JUy 

$ btlZo 

[0055] TO 

$ 'J v k 7 <r ys +)-^x/XJ^7 T £'J Ss'ys LKP + :>7PP + 

X ^ h b7JUy$K\ U^<y-if 'J v K^- h 'J 

-7 A, "7 b-T >11^ —K 'J ^ AH^tf £ 

tl^o 

[0056] x^X*--tzPM££©0!J£ LT&, WA.I& ONO-5046, ONO-

6 8 18, MR-8 8 9, PBI-1 101, EP l-HNE-4, R-6 

65, ZD-0 8 9 2, ZD-8 3 21, GW-3 1 16 16, DMP-7 

77, L — 659286, L-6 8 0 8 3 3, L-6 8 3 8 4 5, AE-3 

7 6 3mtfmifbtl&o 

[0057] 70nx$?^y^ym (JUT, P G tmztz>0 ) m«, P 

GE 1 MM (0!l : 77;U7°PX^y;U77;U7 7 7^, 7)\s7°PX^y'iH) 
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, PG I 2mm ($iJ:^7°PXh^h'J^Af0 , PG»7J-Xh 

, PGggfttLTIi, PGE 

(EP 1, EP2, E P 3, E P 4 ) , PGDggft (DP, CRT 

H 2) , PGFggft (FP), PG I 2gg# (IP), TXggft (T 

P) mtfmibtlZo 

[0058] 7°nxt?^yVy£i$mmmiM0)MtLTte, mt£\ V-^S/X)\s7 
ybf'J^y. >(+t ?*>'>* 4-T$S+t'J?JL>m, J T E — 

5 2 2, 7 <T >s t))\s7°P7:L>, ^7I>L7$ K, 7^7^ 

7°P7x>, 7Jbt7P7i>, >rK7°P7x>, U)VJ 

+ P + V7°P7x>, p<P+i>^A, ^Py>, 

K, L°7°P^iz>, fcfP**>*jAN ^P^ri/^A^Vt^- h, "tfJU K7°P 

7x>, 7°^ y 7°P 7 x tl^o 

[0059] /1x7>/1xyx7>7L;7-1zPMII©^|i: LTti, 0Ut£, P'J^A, *>p$ 

7Xh, Bay 1 9-8004, NIK-616, P7JR7^h (BY-

2 17), *//iA 7-T U> (BRL-6 1 0 63) , T3SJ^ A (CP-8 

0 6 3 3), ONO-6 1 26, SCH-3 51 5 91, YM-9 7 6, V 

-11 294 A, PD-1 68787, D-4396, IC-48 5#tfP 

tf ̂ tl^o 

PMHO^Ii: LTti, mt£\ a 4 -f K 

mifmi btlZo 
[0060] ft T N F - a§^ij©0J£ LTti, MPL ti', ft T N F - aftfa, T N 

F-am ftTNF-ag^ttfttt, RT^T N F - ff 

tfmibtl, f#tC, ^>7'J7^>X x^^;U-tz7°K^^tf^tl^o 

[0061] ft I L — 1 §^IJCD$IJ£: LTti, ft I L - 1 ftfa, I L - 1 

ft I L - 1 R a <£ XI/ £ tc ti I L - 1 f#tC, 7± 

%-y=7lf^\,ib%iZ>0 

ft I L — 6W*MV>$\t L T ti, ft I L-6ftfa, I L-6^fc 

ft I L - 6 Ptf b tl, f#tC, K v 'J X7 /if mibtlSo 
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[0062] +M ymMMomt LTti, 0Ut£, h 7°^ $ X k T-

614, S R — 3 1 7 4 7, £*l£o 

ft=l 'J y££©0!l£: LTti, MPLU, K 'J A + J/71-^K MJ^3f*>7 

x — y;u±^II±^, If^ 'J T1' >, if^ 'J T1' > instill =f tf £> ti S <> 

[0063] ^Vf^ifttLTIi, mt£\ 7$y7< 'JX K 

^rV7<'JX *>^A7'flJX Vl?U7 H)y^1fmibtlZ>o 

£$£££LTti, yy=t~y • -7^ a -7*i, j^I£7KSl:>-h'J ^ A, J^II 

7"PA^:>>, >, J^ll^vyp^rv-Jk 

X^M>, ^-tz^JU^XTM >, L-JgilW^j'fX ^P^+f*0-

jUlf £^tf f^tl^o 

[0064] ft®^©$lj£ LTti, 0!la.t£, "tz7 P^ri>A^- K 'J 0 A, ;>< P^AHTK 

*3)V-f V V -f -tz 7 51>, P A - 1 8 

0 6, I B — 3 6 7 , h7*77^i/>, PA-14 2 0, K^7JUt^>>, 

yx hP7^i/>ii, -tz7x^P< >> K £tl£0 

[0065] p< Tr'T x — $ — LTti, ^ij^.ti', h7-7Xh, ^P^E 

7* u h 'j o A, btf'j^xk O%>7XK y 

+fV^Xk U^X 'J ^A^^tf £tl£0 

[0066] lfate?§fl¥H©0!J£ LTti, 00*.^ 77;u^7°^--tz, -7P^r^--tz, 3V 

^i~ — -tz, ^_Ht>'U70;7 —if, ^-^7°^--tz, t—PA, if 7°^ —"tzs 

>7^7°^ — "ti, 7°P-/U^r^" —"tz, X h L 7° h —iz=f A^tf £>tlS0 

[0067] /SA 'J y&Hitt©0!J£ LTti, ^Ijxti', 7 * 'J 3? 7 btl% 

o 

>©0!J£ LTti, mti', WP'f K^- K 'J ^A, i; 

(^h'J^A) , ± KP^'J >£Jk>^A, 'J> (^h'J 

-7A) , blfA'J> (^h'J^A) , (^h'J^A) mifmi 

<?tl-g>0 

h P > tf>PIil^CQ$iJ£: LTti, ^ijxti', yjutf hP/O, 

y^'fh7X tMJy 
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[0068] A 'y?lf~X h(DM£ LT&, 30 P t°^ Vi^St 

7 • t° K<f U bti^o 

izPflSH©^!^ LTti, :FXt°'J>^W 

"3tl€>0 

[0069] tf X 3ft X h i^ll <h L T ti, 0U3. ti', T7 b > K P >Mi~ K 'J 0 ATJOO 

tk -f/OKP>ll> -f KP>lt~^" h 'J ^A, x^Kpyll'^K'J 

^A, KP*— k p KP s u ^ATKW^ WKP>S&, 
KP >@t—± h 'J O A, *"JKP*—k KP >M~-f K 'J 0 A, 

tf'j KP^— k h*pv -tz KPK u ^ ATKW^ Y 

M 1 7 ibtlSo 

[0070] LTti, 7JU7 7 2JJU*> K-Jk 7 7^i^> 

K'JTI-—;k ^ikyhu-ik la, 2 5-y b KP^vP U^JUv7x 

P-Jk ytKP^^r^TP-Jk ST-6 3 0, KDR, ED-7 1, P 

^;uh— Jk ^ 2jJk>7|"—Jk S—;u^^'#tf ̂ ti^o 

[0071] ^;Uv^7A^iJ<h LTti, mti', i^fc;b;k>^A, ?>P 

A, yj-trP 'J >lt^;UvOA, ?ll£;b,ik>OA, 

5>"i>A, 'J >lt7K^^Jk>^ A^pA^tf £>tlS0 

[0072] I7hp 4* >M£|J <!: L T ti, m ti', ixh? v> -;k Sllli X h 

I7h7^-Jk>wt-K X7K7^-;^7PW 

^-— k i7h7S>>-Jl'Xt>^-h, i7h7>^-J^^Ut:KP^ 

>y"7-k ix h7^-^7i-;i/^n h, XXK^^-JU 

^y^r-hjy—v, s^ltxx s^y^-ju, ixhax if-inxh 

[0073] ±)JUv LTtis mti, t}M> h->s +l-^;b;k> 

~ 7 K 'J S ~ tiJl/v7xP-Jk xjU;b K-ZA TJN-13 

5^^'^tf btl-g)0 

^70,J7^^'>»JhLTti, mti\ -< ?])7=7tfymtfmibtiz>o 
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[0074] 0 K£££ LTti. 0!la.t£. K P >. X$ J V 

• —Jk KP • >. yj:—JU7°P > KP • >. 

p/s^r->>/U70p > KP P >. M|p<7^yp>. P<x^yp>. X 

fjuxhuy-jk bn&o 

[0075] LTti. ^Jxti'. ^trhl/yX 7^ 

tf ̂ tl^o 

£7^7%>>KPISH*LTti. MX ti'. ONO—5334. AAE581 

. SB462795. *#-)-^7'WW£>tl£0 

[0076] (PTH) £LTti. ^Jxti'. SS&EFMU 

^V^K'J^A. 'J ^Pi>t K 'J 7 A. 7°P 37^ 

V'-Jk K#tfPtf£*l£o 

LTti. ^iJxti'. (FGF) . lfilWl*lj£j$ 

IB? (VEGF) . ffiflgMa? (HGF) . 

(IGF) mt<mibti%o 
[0077] ^XA--tz- 1 PIM£: LTti. 0!la.t£. -hP7Mb7P7i>. 7° 

^ti^o 

P T H r Pg§#ft£ LTti. ^Ijxti'. hPTHrP. RS-6 6 2 7 1 f 

if^hf £>tiS0 

7?J^V^ LTti. ^Jxti'. SR-4 5 023AI 

A^tf £>tlSo 

[0078] fayy VnfyMt LTti. mt£. Ml^+f^p ymifmi£>ti£o 
IKWxX b-^- (SERMs) £LTti. MX 

ti'. TSE-424. WJ—7 1 3/MPA. 15117 V7^i/7i>. 

P+t/7x>. n >11^ f^i/7i y^ifmi b ti&0 

7°P>f'X^P>^S]^^ LTti. mt£. K U K>^^tf £>ti£ 

o 

[0079] (calcylitics) £ LTti. mti'. NP 

S-4 2 3 5 5 imtfmibU^o 
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x LTti. 7?^'J y 7I£x hP>^7A^7^tf £ti 

*g) o 

ft R A N K Lft#;t LTti. mt£. 9 J 7^7WWbtlS0 

[0080] LTti. mti'. YM4 8 4#tfptf £*l£>o 

LTti. mti'. hPi/'xvvx^-K-N 

:>7 P*X7 7 $ K. -f*X7 7$K\ ^Jl/777X ^7^ 

/•?. ^;U/^P>. 7"TJU7 7>. J^ll-Ax^y. 7-AT, 

£>tis0 

[0081] ftsft£ft££©0!J£ LTti. mt£. p< K hL/+t- K. ;OU;b70h70|J > 

. 6 -pOU^7° h7°'J > 'J tf*/ K. 7;U^P[7^i>>'U. 7^7-Jk 7^7 

-JU • ^JJbf7-Jk K^r'V 7-/U 'J V >. JLJi/O 

tf>. 7^7— JU • ^rP< X37 v K • X37 v K ^ 'J "7 A. ilII£^A:>^ If 

>. ^^7t'>^^/tNX77-h. ±^Il7°P^>'U/<y>. bKP^ri/i^ 

$ K=f7^^tf £>tlS0 

[0082] ft*ffi1fft£$lff©0!J£ LTti. mt£. 7^y?^^>D, 7^ h7^ 

^>>c. K^v,»ut^>>. 
£':>>. (iHl£) xtfjuf^x i^gH 

y;ubi>>. 7 P^7^ :>> A 3. (j^It) 7"L^V-Ti>>. 5III^7°PV 

-r>>. VJx$>3-y • bti&o 

[0083] LTti. mt£. Mt">77Xf>, «t: >7 u 7 

>. u y7^^D>. ih^^h*. 7JU7$K. M5 

I£tfy LJUtf>. K-tz 7 ̂ r-tzJUTK *•$?). /^7 'J 7 ̂ r-tzJUllA^tf £>ti-g>0 

[0084] /jNjbf >£!l©0!l£ LTti. 0!la.t£. 'J >l|xx h7AT,f >t K 'J "7A. 

y-;u. MI=f-tzL'j>. ^Z7xxhp-

JU ( U h P—JU) . 7x>l|^^^ri>7x>. 7 I 

>IIKL$7x>. ±^I|7 7 KPx/-;U7Kffi^. M£P< KP^>7°P^7>7^ 

P>. tf^JU7$K. Ml'J XL-7°P L 'J >. 7tXhPV*-Jk x7-tzp< 

7>7 >=|7^^tf £>tlS0 
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[0085] LTti. ^Jxti'. *0' 

ft C D 2 0 5KW(DM t L T ti. ffl X ti'. 'J 7^v7 7". -f 7" 'Jl^7 7\ 

^7 b ij Xv7"H7^tf 

[0086] ^©ffe©ftilffi£!l©0!l£ LTti. 0!la.t£. L -M£:*7 

hl/^f K. /1N°;U7 -r -?-j- K 'J 7 A. $ K • vMIH^tf bti 

*g) o 

[0087] s/c. *%BR<k&yt}£ffifr'&t>-GZWmMiiLTte, STICKS ft 

[0088] ^B^-fb^ti. mn, ^#^s/cti^m^tc. mnztcmmnmtx 
&^3ft£0 ^P^iJ^LTti. mti'. (mt£. x'j ̂ vjugij 

. VP >> 7°sy. »j^tci^^ti^7j<^j. ssssy. ?L$J) . mmmrtM ( 
mt£. ££$|J (STi£. . %Ms £7°-tzJU$iJ (/\— K 

^7°-tz;u. V7 hi7°"tz,iu. -tz^51>^70-tz>;u. 7 P^-tzJU^#^) 

. M. IPiiSiJs hP-ygy) If^WbtiSo #MgP£]£ LTti. mt£ 

. (mt£. aii (J£T>EM. lumat^y. 
j&}g£y#) . (0ija.t£. 7K'I4£@I$IJ 7KM 

. #TK14£@I£J (#7Ktt^@I^. 

) m . ft mm (mt£. m^mm) ). 
£y#tfPtf£ft£o Cti^0^iJti. 31i£14i^iJ. 

WTife^TtJ:^ Cti^0^iJti^^0^;i. mti'. S^iS^tclE 

iccOT&Htcd; 

[0089] &p$j£ LTofcj^ffl&syti, mt£. 
zmRM (mt£. mrniK J izmm. m 
m^tcmukistizzthz&vwk^tizo s^tcdCD&syti, umL ss 
>S<b£!J. ?L<fb$iJ. -&P^|J. JUP^IJ. 3^£U. af®£U#£##LT^ 

Ttii\ 

[0090] mn%\£LT<DMmmM%\&s (mt£ 
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, <f)\y-1-7, 3!&$M!-tzJi/P-x, 

) , ilp^iJ ($13. t: KP^>7°P bf;nz;i/P—x, 'J tf—jutfp 'J K 

x , mMM ttttnyj 
P-JHI^U^A^) % mRM (ffllAtf, 
. ;#$?MsMy (^u^$>St 77A7^vll) ^ 

mztjt-iTmmikzn&o %tcs (m&\ en 
% -tz^X t: KP^>7°P tfju-tzjup-x, t KP^:>7°P fcfji/*^jHz 

^P-X7^l/-hf) T^IIL WCt U Sfc2 J*Lt © Jf "C$81 b 

TlNT t ct lN0 

[0091] #H•£!!£: 

ti£0 IfcSSSy &&£]£>£3tiTt,©fr 

*i£0 (m&\ 7vt°>SI 

, 

x^Jk $ 'J xf>Ui7f;k /^$f>stixj;k 

7^k W >I£xx^jm) , P^II (®ia.i£, $7P^, tsP'X izu 

:>>H) , (0IJa.l£, *°'J b V^JU^rJUx — T^JU'J > 

I|xx^;u^) , (ffliAtf, -tz^y-Jk X^T7 IUU^JUP 

-Jk -tz KXT^IUU^JUP-JU^) , ^>'jp>)4 (ffllAtf, 

*>p=*-9-y#) , ^bzK^H (MPL^S MfrHzyy, fife^-tz'JX *t§!i 

^y'Jx )Mihs<^7 4 yW) , ?'JP-JMH (ffllAtf, x^uvyjp-

jk s>'xfi/y^ 'j p-;k 7°P 'J p-;k ^° 'J xf u >yj P — 

Jk V^PZT-JUH) s ffiM v^s ^ U -7~®s 

, S]^)4 ($13.1*, #11)4. X07^y, X07 

uym . 7KS 1 

InMikMs <U\ 

[0092] ?L;l>te£Xfm&feMlzfeM 
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lb£^£;#$iJtC;#^ i§;l^cti?Ub3t*Tffll^ti£o feMtLTs MPL 

miMmrn^y^ ^H#±MTKS ffiMs 7°P tfb y?<j p-Jk *°'J x^u 

y?'ij p-jk 

*$>Ms TXJ^^yit, ^'jyju^-hso m ^ SSS^b 

ak fL-fb^y, mmMs ztibhtm. 

anig ̂  & IN •r 't z> ^ tc £ ^ x z ti £ o s tc ma o mm 

m 7K £ tc ti ffe 0 ;#$ij tc ;#$? L T & ffl "T £ £ £ t T? $ £ „ 
[0093] *fPJHb^$l©£«ti^ ^ 

^•^Ij-efetlti\ Sf S L < ti 1 ~ 1 0 0 m g N £ y ttf£ L<ti5~30mg 

£ 1 0 1 ~&0 (mt£\ 1~3@) &^-ttit£<U\ s/cti, -mtc^S 

% 5 0 IJ, g AN£> 5 0 0 m g ©|SH"£— 0 1 tl£> A\ £tc 

ti—0 1 mmfrb 2 4^©l5H'e#Ml^tc^^^tLi)o 
[0094] tt>3/ufu§EL/cJ;9tC, &^Mti^ ffi* ©£#tc J; o 

±IEJx-§LMct y U £fci60£&UTi&^&ii 

"n't •&o 

[0095] J^Ts ^B^tidtL^tCP^^tLi) 

t>©"eti&l\, 

[0096] £ pv h^77-f — tC<fc£>#g|©tiiFjTi> <fctfT L CtC^^tlTlN-g)^ v P 

fcO^&ti* ^L /c}§HH^ /ctiMM^ U SiJ^tiftflhk^^t-

o 

NMRy-^tif#tC|Ei6L^lNPiy, 1 H-NMRffif-^tfe^o 

N M R®Mp/rtc^^tiTiN^^ v Pl*lti>fJJ£tc^ffl Ltc)$m%:^t0 

[0097] *B£|ffl»*tCffllN/c<fbl^]£ti^ HSfttC I U P AC 0*110 tC^DT^ 

^fr&9 P y £=L — 0 7°P 97 A% Advanced Chemistry DeveLopment}±CDACD 
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/Name Stctes I U P A Ltc 

t>©T'&£> o 

[0098] jIMI 1 : N, N6 ~0 • • - 5 - ~ K • £0,J $ V>-4 -

7$ > 

4, 6 - ̂  ̂  P P - 5 - ~ K P L° 'J $ ̂  > (1 Og) 05/'^PP^> ( 

7 0 m L) 7j<^~F"C*>*? PP^> (30mL) 

T$> (10. 2 g) fcjjTFUTc^ h'Jx^jU^^V (14. 4mL) £ 

flpAs i0#Hjf#L/co WilJi^fSffl^TK-e 

<IM£W1-£tIMlbi§^ (19. 2 g) ttmtco 

TLC:Rf 0. 50 (^^Ht> : M|x^>iU= 7 : 1 ) 0 

[0099] SM12.: t e r t-7>;U (3 R) -3- {[6- (^>^7^7) 

— 5 — - KP tf'j —4-^;u] r$y} tfp'j v>-1 

7— K 

^ISte^U 1 L/c-fba"^ (1 9 g) t e r t — T/^Jl/ (3 R) 

-3-^$y tfP'J^y-1 (10. 5 g ) 

V (5 8 m L) tC;£®3i±s K U JL3)V~7 $ > (8. 1mL) £jbPa.7M£% 

5 O°C-e5 0#rPm^L/co 7K 

^ip^Mlx^^-eaas u/co ^ji^Mn^TR-e^i^ tt^ii^K 
'J£A-e!£4tU M^iLfco 01*6 £*> 'J AyW7A^ P7 K^77 -r 

-Tlt^U (2 7. Og) 

TLC:Rf 0. 29 (^^Ht> : M|x^>iU=4 : 1 ) 0 

[0100] 3 : t e r t -7>JU (3 R) -3 - { [5 — T7 $ 7 - 6 - (^> 

*J)\/TS.J) t? "J $^V-4->TJU] T$y} b°P'J v>-1 

7— K 

7_K;ST, iH)(2 3. 3 g) £3. OMMy^f-?^ (11.4 

g ) 0;Fb^tcM|x^;U (3 6 0 m L) 2 XWtLtcit^ 

d 7. 5 g) -rctc^^^^L/co 2 
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1x9 PV h^77 -r--eittiUU T§E^IM£W~t£*Illlb^ (1 2. 4 

g) £?#*:„ 

TLC : Rf 0. 69 (^ + ̂ 7 : WW.^3)\s= 1 : 1 ) 0 

[0101] 4 : t e r t -^3)\y (3 R) - 3 - [6 - (^>^75 7) -

8-**7-7, 8-V t KP-9 H-7°'J 7-9-^JU] L°P'J^7-1 

K 

»$J3Ti^L/c<fbl=r^ (8. 4 g) £1, 1' 

V—)\y ( 5 . 9 g) K7t KP77> ( 1 2 0 m L) Itfcfes 

6o°c-ei smmmwistco fczimxmm 
x^;i/-eaai L/co #$Jf M7KW^- K 'J 7 ATlg 

'JtU MS^lfco fm?kisi)±)?)l'±)^l±<7 P7K^77<-tiSL 

, T§E^IM£W1-£tIMlbl§^ (7. 8 g) £?#fc„ 

TLC : Rf 0. 28 (^ + ̂ 7 : M£x^JU = 2 : 1 ) 0 

[0102] SBM5_: t e r t -7>JU (3R) -3 - (6-77$y-8-^^r7-7 

, 8-V L KP-9 H-7°'J 7- 9-4 )\s) fcfp <J i/>- 1 -±>)\s7$*is=> 

- K 

a. sg) £^y-;u (24 0mD tm 

I£x^JU (50m I) 20%A-JUV>M££ (Pd (OH 

) 2/C) (8. Og, 1 0 0 w t %) 7KHg^£ U 6 0°Ce7. 

5 0|^Ji^L/co K (^pnp£) T?3i®U 

(5. Og) zmtco 

TLC : Rf 0. 50 (M£x^JU) 0 

[0103] jlfiffifill 6 : t e r t -7'^ (3R) -3 - [6-77$y-8-^^r7-7 

- (4-717+^/71-^) - 7, 8-ytKP-9H-7°'J>-9-^ 

;u] tfP 'J $/7 — 1 K 

^tCfclNT^WiJ5-e^L/c'fb^ (2. 5 g) (DVO PP^> ( 

2 0 0 m L) !SlM(:p-7xy^>7xzM^SI (2. 1 g) £M£#!I 
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(II) (1. 48g), fl/ + 27-^>-7°X4A (2. 5 g) N fcf'J V 

y (0. 8 2ml) ZI&TLtz^ 2-\mmmWLtc0 K (ffi 

P°P£) 4--zn$kLs ~F 

§E^IM£W1-£tIMlbl§^ (1. 3 g) £?#fc„ 

T L C : R f 0. 18 (^ + Ht> : M£x^JU = 1 : 1 ) 0 

[0104] ^MI7 : (3 R) - 6 - T7^ 7 - 9 - tlP U v> - 3 - ̂  JU- 7 - (4-

7i7^>7i-ib) -7, 9-yt KP-8 H-7°'J >-8~mt 

iH 

( 1 . 3 g N 2. 76mmoU 

1. O^M) d 3 m L) mmmz4-Nikm/^^^+)-y o 
3mL) ^wx 1 mmmwistco 

(1 . 5 g) £?#fc„ 

TLC : Rf 0. 50 {V 0 P P P< 0 0 J ~)\s : 2 8 %T y=E - T7k 

= 9:1:0. 1)0 

[0105] SBM8. : 6-T^y - 9 - [ (3R) -1- (2-7>y^JU) — 3 — tf 

P'J^-JU] - 7- (4-7i;+>>7i-Jl) -7, 9-i/'bKP-8H 

-7°<jy-8-?ry (jb^A) 

[-fb8] 

[0106] ^»IJ7 (1 OOmg) GO is * 3)\sfc)\sA7 $ K (3m 

L) (3 4 m g ) £1-xfMl/-3- (3-*>** fMl/T1 

$ y 7°P bf)l>) JjJl/Tfiis'f < K • imMim. (E DC) (78mg) , 1-LK 
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h 'J ~7V~)\s (H 0 B t ) ( 6 2 m g ) N K 'J < > ( 

1 14^1) zinz-fcm, 3^m^^fc0 jxi&m&mzTk. 
Ltco h 'J V 

mu&ikmMtmi- K U ;Wiifc0 ass* 
h^77-f - (*J<7UU*$y : P<^y-;u : 2 8%7>:E-7 

*=9 0 : 10: 1) tC J; o TWMt £ Z. t IZ J; y N 

(7 5 m g ) £?#fc„ 

TLC : Rf 0. 68 (M£x^JU : p< * J ~Jls= 9 : 1 ) ; 

1H-NMR (CDC L3) : 8 1.94-2.03, 2.23-2.39, 2.80-3.01, 3.50-3.63, 3.67-3.8 

0, 3.86-4.02, 4.03-4.18, 4.23-4.33, 4.42-4.51, 5.11-5.25, 7.04-7.23, 

7.34-7.45, 8. 20-8. 230 

[0107] SSM9.: 6 — T7 $ 7 - 9 - [ (3R) -1- (2-7>y^JU) -3-if 

P'J^-JU] - 7- (4-7i;+>>7i-Jl) -7, 9-^tKP-8H 

— 7°'J y—8—^-y iHltiH 

[-fb9] 

[0108] 3 OOmL03it777X3(C, 8 L/c-fb^ (3. Og 

) £A*U (3 0 m L) £ 1 -7°pAy-JU (4. 5 m L) £Jp 

^£7 0°C (SS6 1 °C) tCL/co 

^±\,Z^mLtz(0^mLtz^ks 1 0%±^l|/p<^y-;u (3. 5mL)£ 
ipx, ^S7 0ic-e3 0^ ^S6 0ic-e3 0^ ^5 
o°c-e6o^ ^S4 0ic-e3 0^ isi?3 0^ 7JO%~F-C3 OSHMS 
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(6 m L) X)% 

m%s 5 (2. 

7 6 g) LX%tc0 

TLC : Rf 0. 55 {VOUUfpy : p<^y-;U=9 : 1 ) ; 
1H-NMR (CD30D) : 8 1.97-2.07, 2.38-2.52, 2.63-2.80, 3.51-3.63, 3.77-3. 

94, 4.00-4.19, 4.27-4.35, 5.26-5.38, 7.08-7.23, 7.38-7.52, 8.44-8.47 

o 

[0109] [^II^IMIJ] 

£^^MI1 : Bt t (in 

vi trol^l^) 

B t (Ty r-MXfK, Thy 

- 1 K\ 5X^pt-1z/<'>77- ATP, 1MIB, % 

feA'^7 7- £J:tfJ5J&;te±t£2i£) -L YT E™*i~-ii7v 

Iz-f + y S — T y r 1 K (I Invi trogen^t) fcv^t/B t k (Invi troge 

ntt) 

[0110] £ V * JU7JU* K (D M S 0) L /c;#^ S tc ti 

DMSO^ ix L/CxJk 1 0 M-

L/^iJk 9 67°b-MCgsJDU 3 0 "Ce 2 0 

J^^-fr/co T y r - 1 ^7°^ K^llt4 £ 

cfc t/ B t k 5 n M t ft £ cfc 9, — Hs< V 7 7 — (DL— 

XL/'f h —JU ( D T T ; 2 . 7mM) , 1. 3 3 X y 7 7 —) T? 

fEJ$ L/c0 7fV^>h'J^X7 7-h (ATP ;i;It3 

6 ixM) £: 5 ix \-/<J xJUTl^iP L, 3 0°CT 1 tt/co Jx£t\i!!-7 

%&UM B ̂ fgfeA'y 7 7-TT 2 8 L/cfgfe;#}^ 1 0 \x L 
;^Jp u 3 biz 3 o°cr-11 o ix L 
/^iP LN tt/co !^7lD70b— K 'J — y—N Fusion Universal 

MicropLate Analyzer (PerkinELmer}±) x>/U4 4 5 n m $5cfc 

t/5 2 0 n mtf^^iUt^UJ^L/co 'J >SHt©J:b>^ 
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5 2 0 n m (7)1^ • Iz-f 4 4 5 n m (^77 

'J >fgfe) T?©fgfeJ£^K:J:oT^L/co 

[0111] (%) ^ = 

[&1] 

u (%) = I - { (Ac — AX ) / (AC -AB ) } x i o o 
AX 
AB :ATP#§5flP0# ©L)>BMb* 
Ac :DMSOffl^i»fl| (n>ho-;l/) 

[0112] 5 O%PMS^0ffi (I c 5 cm) »lbl§r^©&}fJttC 
Ltco 

^©^r^ —-ti Lc k, Fyn, LynA ' Invitroge 

n*t) ©PMS1f©>D£fciU B t + tz^ffllNT±lfiL/c 

J5 ;£ £: IH tc fr o tc o 

[0113] ^©^HN ^Mm$Xm^Ltc\ktity}(D I C 5 CHilttO. 002 UMt 

h -o tc0 

3.tCs 9 LtcikntyKDi&CD^I- — iz\ ^tCL ck, Fyn, 

L y n AtCtt"t£ B t k Mftft&PMSIf tfctt, &m*i—tz© IC5 0ffi 

tCg-3VTWtJH LtctZ 5s J*TF©^4 Xfo^tc* 

[0114] [||4] 

Lck [ IC50] /Btk [ IC50] Fyn [ IC50] /Btk [ IC50] LynA [ 1C50] /Btk [IC50] 
Hffitil 9 375 1057 1662 

*fPJHb^$ltt B t kPlS;m^#-r5/c^-e^<, ffe©*^ 
—tztCttt&B t k i: fco 

[0115] 41i^iSSM2.: -< 

t, -fb^Aa^t/^©^ (^»j9-ei[ 

litL/c-fb-n^) 0WllXP77^^iiL/co «$J8-ei^L/c<fb 
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-otc0 mm 
&J3-&£ZfMnfe%ti9L5-lZte, ib-SytlAZ 6 CCKMLfcweLLsoLve (*fci£ 

1/ XT) U tc RT/$'fbX£^tN/c0 =aRT/-£S-'fbX£^t\ 1 m g 

/1 mL/kg©Sit)illMffll\ 

1 mg/5mL/k g ©ffiiti 7^ — iNX^fU^P^x-^1^: 

tTo/co Jx-^2, 5% 1 5St/3 Oi}, ^s 2S 4S 

6S 8RXf2 4Bmmzs 1 5^3 0^ 1 

, 2N 4N 6, 8RXf2 4Vmmz, iii«tiJI?l3 0 0/iL t^UMLtc 

o U 12, 000 rpmf3i}|l/tMl Mf£ 

ftWLtco lM*©lb^A©}fjt^ LC/MS/MS (UPLC/Xevo, Wate 

rs) ttm^xmfeLtco MTSI* (AUC, n 

g • h/mL) % (CmaxN n g/mL) focfct/^'J > 

X (CLN mL/hr/kg) £WttL/c0 %tc, A 

ti (BA) fcfcN f£P&^©AUCfc<£tmSjftft&^©AUCfr£>Wdi L/c0 

^©fl^ Rn§<b$£ffl^TWai Ltcibt;ty}A(D&A& 1 14. 6%-efeo 
tc o 

[0116] s/c, -fbi^A^TOML 0. 5%^^;Hz;i/P-

3 £ 1 Omg/kg ©EM"C 

±mtmmizmmn&^-%:fi-itc0 mmmQ^it^mz^xi,^ mm 
D — V>— K— )\s%: 1 : 1 ©hbT'3 m g / k g 9 

^LT4^^7°iz;U (^^'J^7°X^^±) tC±tA U 3 m g / 1 ±) 7°iz 

JUT-Pte^fr^<£9tCP£a^7°izJU£M$, &©R£F^AN 

£ 5 0 m L©>E|tffl7K d^ld J; y, HP t) 7°-tzJU&^£*T^ tc 

o #&^;£©iM©}«^ $ >?£J:rHb^$|A©ifa&tttlJ£©>IJ£tt 

s ±IEL/cqr;^b^;&fflt^cjb^A©HP^^^|W|^i©^;i-etT^/co & 

L/CBANOINT, pr^b^^ffli^cfb^A 

0BA^1 0 0%£ LT, A^Wdi L/co ^©^H£J^T©H 5 ^ 

^t"o 
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[0117] [^5] 

36 PCT/JP2012/080769 

fflJt (tng/kg) *g*tftBA (%) 
<b^ttAoprjS{b)S 1 100 

<b£ttA0SM»S?«5ll}fc 3 42 
<b£ttA0SM»5?«»« 10 27 

HSfcfli] 9 T*Kii Ufc 
{t£to<Dh7-bJl' 3 86 

[0118] Ati 

iTLfc„ -H, 9 X'M 

itLtcib&mzfctt&iB Ltcif-o Xs *fPJHb^$ifciu its 

ty] A J; y PM'IW[q]±t" 5 £ <h fr'fofr o fco 

[0119] :&te&<pmi£ 

its^A (j e t M i i i »»cj;y»frNb) tmmm9xm^[,tc 
ib'£ty}<D&*lZ'D^Xs o. 5 m g ~ 2 . 5 m g £ 3 7 °C©#;#$S (JS^Mi 

I fa I I fa I^/cM c I I v a i n eMWfo ( 

P H 4. 0, p H 7 . 4), mmiks Alii (FaSSIF, FeSSI 

F) ) 2. 5mUC&AU 7mi>^7^-7-CJ:y 7 0 0|i|fe/^ 

«if)^3 0M, RXf 2 4 b 

m 1 m L^Ht>7°'J >?'U ?LS0. 2 p. m ©7 -f -"C3i§^ itSty) 

A©;#^^TIE©^T-ei^3S^^ PV K^^7 -r -;£tc<£ y >UJ£L/c 

o "FIE©^6 IZibnfyA 9 XM&[.tc{b£tytO))mmO)bm%:^ 
Ltc0 

[0120] <H P LC)il^#> 

IsM : Agi Lenti^HPLC 1100seriesN 

±)=>A : YMC-Pack ODS-AM AM-302 (4. 6 mmfi|Xl 50mmS) N 

: 2 5 °CN 

2 0 m M 'J 'J 0 A*5§& (pH3. 0) /^"tz K 

" h'JJU (6 0 : 4 0, £11$) , 

U V : 2 1 0 n m 
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: 1 . OmL/i 

V-yy: 2 5 °CN 

: 1 0 ix u 

: 1 2^\ 

: 8. 9^0 

[0121] [H6] 

(n g/m L) 
lt£#lA Hffiff"] 9 

30tt& 2m®'& 30ttfk 24B^F^f^ 
1 m (pHI. 2) 550 717 1223 1208 

jS#>£:Mcl 1 vaine$Hin& (pH4. 0) 30 34 125 117 
(PH6. 8) 31 32 112 111 

jlta&£McMvainelSSn$ (pH7. 4) 29 29 103 106 
«»|7jc 32 34 130 144 
FaSSIF (pH6. 5) 35 36 145 118 
FeSSIF (pH6. 5) 67 84 356 301 

s £®*iTtffrfro tzo 

[0122] =7 "J hfc^t/L hlff$ <? • 

(1) »{b^t)}£}t©ilM 

Mi^'fbn"^ (1 Ommo l/L DMSO;#)^N 5 AJ, L) ^50%7'izK — 

K 'J ><U7j</#/S (1 9 5 [x L) T^fR Ls 0. 25mmo l/L ftWk L 

tCo 

[0123] (2) 

JbblT> D#) 3 7 0. 5 m g /m L ^ h focfc£/tl 

KST^^PV —A (Xenotech}±) <£ t/NADPH-Co-factor (BD Biosciences#; 

) 0. Imol/L'J ( P H 7 . 4) 2 4 5 ^ L L 

T + > + >^N (5ju,L) £JP;i 

L/c0 2 0 ix L U (7JU7 7 
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'J y) £#fr:P-tz K-K 'JJU 8 0 

$2 0 y. L y/ttm? -i K±"C5 0%Tiz K — K 'J )l> 

m^\^MLx^^mm+tyy°jutLtc0 
[0124] (3) J5J&1 5ft(D+Fy7°Mm 

7°CIZZ 1 5^-f 3 20/xL^ 

^-tz h-K IJJU )\s7 7 'J >£#&) 1 8 0 \x L U 

J5J^£l¥±L/c0 Z(D2 0 ixL%:m$ y^<?m7 4 )\s$-tt7°\s- K±"e5 

0%^-tz K-K'j;U7K;mi 8 O^L^#^ ^13® LT3$£iU£-tr 

>7°;u^ L/Co 

[0125] (4) M^fc^rmjn 

(%) ^ gi»;§&1 ML^LC-MS/MSC)iAU 

7°;u0 tr-?mm\t mmt-sm® tr-?t°-? 
) ^^+f>7°;U0to-^®m-eP^L/cfLl^ 1 0 0^LT?ldiL/c„ 

[0126] [^IJ^IJ] 

1 

-££*tCl OmgOgt 

1 mzzmtc „ 
• 6-y^J-9- [ (3 R) - 1 - ( 2 - 7> / -f JU) - 3 - bfu 'J V — 

)ls] - 7- (4-7i;+>>7i-Jl) -7, 9-y t KP-8 H-7°'J > 

— 8 — 7|- > 

••• 1 0 0 g 

•t))\stf*is*3)\slz)\sn-xt))\s^Oi±(mmM) - 20 g 

• XT^'J (;l)f^ij) ••• 1 0 g 

• ^H-tzJUP-X ••• 8 7 0 g 

[0127] &SI01I 2 

R£^7-f 5m I 

K<? b-7"-eiP^MSLT^ 177>7°>»U^20 
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• 6-y^j - 9 - [ (3 R) - 1 - (2-7>/-nu) -3-t°p'j^-

;u] - 7- (4-7i;^>7HJb) -7, 9 - *J L K • — 8 H — 7° 'J > 

- 8 - 7)" > 

••• 2 0 0 g 

• h-;u ••• 2 0 g 

• HES7.R ••• 5 0 L 

^±(D^ij^prtg'i4 

[0128] B t 

tocfitu ^mikLmzits 
mzfoztctsb, "J 
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!t#©S6SS 
[1*^111 ] 6-7$ J- 9 - [ (3 R) -1- (2-7^/^JU) - 3 - fcfP 

i)V-)\s~\ - 7- (4-7i;+>>7i-Jl) -7, 9-^tKP-

8 H-7°'j y-8-*y ikMiko 

ItmMW] 6-7$ J- 9 - [ (3 R) -1- ( 2 - ^ JU) - 3 - fcfP 

- 7- (4-7i;+>>7i-Jl) -7, 9-^tKP-

8 H — 7°'J y — 8 — y 

[1*^113] #58. 11, 8. 4 3, 11. 

5 7, 12. 7 3, 13. 8 5, 14. 2 0, 14. 6 7, 14. 9 

1, 15. 94, 16. 64, 18. 0 6, 19. 7 4, 2 0. 4 2 

, 21. 0 5, 2 2. 5 7, 2 3. 21, 2 3. 8 5, fc^t/2 4. 

7 0jtfr£>®*R3tl£2 ©-?'>&< t^2-DVs±(D£-<7?k^tZ>m 

2 lESCDilp^o 

[1*^114] #58. 11, 8. 43, 14. 

2 0, 14. 6 7, 14. 9 1£J;tf2 3. 2 1 Jt 2 Q IZ fcf-0 

t &2Jfc(i3 §E<6©#PHo 

[1*^115] hjucfc^-r, #58. 11, 8. 43, 11. 

5 7, 12. 7 3, 13. 8 5, 14. 2 0, 14. 6 7, 14. 9 

1, 15. 94, 16. 64, 18. 0 6, 19. 7 4, 2 0. 4 2 

, 21. 0 5, 2 2. 5 7, 2 3. 21, 2 3. 8 5, fc^t/2 4. 

7ot2 e iz£-<? 

o 

[Ii^f<iJt6] M 3 hJU-^l7 — h *kW$kb. "sT&Ii^ 

Ijt2 7511 5 GOiN-^tl^tClESCOilpHo 

immm 16°cwm¥-o 
tkfelf 2 75H 6 ©iNTtl^tClESCDilpHo 

HI 4 — K 7b 

^ 7 GO l\-ftl7HC§Ei6<£>i!p|lo 
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