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A1 A A3 T o= & ol oA, T2 19 kel ol 100 mg WA 800 mge] Felar, 7] ol
d 18] Fofsm, 724 119 3g=2] Fol 100 mg A 800 mge] Folar, 7] Fel 1

23 WA A5 = o & ol AdolA, TEA 1119 3329 Fo] 5 mg/m A 200 mg/m e FoliL, A
]

dage] ARE AT ()Y Azl oINSl ALY WA A6F F ol F Fol WE 2FF .

ehE-5-d]obr] s | -4-v] g v d ) o] 1 ] -N- Uﬂiﬁ] J lE T o) AR s8He Ao 2= AR &
a%S AN Folske Ag 2FsH, o714 2FES 54 7IE ol FolEa A& )3 Sk FojEEs
A9, whagrel ARE AR S o4 Aol A Waoke zahE Wy

=

ASTA o1, 5-[4-1(2,3-F151 8226 okl e] 23 )] ] bl ] 2o s
g 9 APy 5§ ol oF 100 mg WX oF 800 mgelar, 7] ol 19 13] Folsl A W,

rlr
E h
o
0,

As s Agstel YOI, 2-[(5-2 222 [3-WE-1-(1-w Dol &) -1H-5] 2 &-5-2 Jo}v] =] -4-5] 2] T ) o}
L] N-E S A ol 1) Aloba 8185 el ko] oF 100 mg WX °F 800 mgoliL, A7) %ol 19 1

. EFHEC] 1,78, 10B-E2]3 55 A-9-5 258 ,20-0] FA h -

A8 WA A0 F o= 3 Fo glojA
Wl Zo o] E 13-{(2R,35)-3-[(tert-F-EA 72 R d)o}n| = ]-2-3| == ]

11-91-2a ,4,13a-E& Y 4-o}A|H o]
-3-Hd TR o] EYE ¥ E3HE}

3T 12

Aol oM, 1,78,10B-Ed s =FA-9-22-50 ,20- FA Bt A-11-d-2a ,4,13a-EZ Y 4-o}AH ol E
2-MZFo o] E 13-{(2R,35)-3-[(tert-F-SA|7t2 R ) o}r] = |-2-3| =EA]-3-H|d X 2 1} -of| o] E} 9] ko] 5 mg/m2
WA 200 mg/molat, 7] o] F 18] FelxE 9l Wy,

7% 13

A WA Al2F F o= g Fol dolA, 5A 7|7ko] ok 1 WA o 1247F o]l Wy,

A7 14

AgF WA A13F F o= g Fol dolA, A& 7|3ko] A& 1 WA 30U W,

7% 15

Agd WA A4 F o= 3 ol YA, 5-[[4-[(2,3-Urd-2H-¢1t}E-6-2 ) v opn| 1 ]-2-1] 2] v T] d ] o}
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waeke]l A5E HAF sy oA ATl A 5-[[4-[(2,3-UHE-2H-AttE-6-L) m ot i ]-2-T g ml v d ] o}

l-2-vgulAlsEoln| s e 19 AR dEHE o 9 2- [(5—%ii—2—[[S—ﬂl‘é—l—(l—ﬂl‘éﬂl‘é)—lH—A
gtE-5-d]otr s ]-4-F g e d) opr| i [-N-m S Al =ofr]| = = 0] AR s &H= e 2RE AR A
b= Ae xEFetn], of7|M xFE] AFEES EAA R FolHE A, dAage] AR

A16gol oA, 5-[[4-[(2,3-HHE-20-1}E-6- ) v E ol = |-2-F 2] v| v d Jo} ] = | -2-v & il Al & F ol H| =
T 19 AeRd dEEE Ao ol oF 100 mg WA oF 800 mgeliL, 7] Yol 19 13 EO%EJ% 2 W,
AT 18

A163F = A17ee] oA, 2-[(5-FZZ-2-[[3-vE-1-(1-vEd d)-1H-T &ZE-5-d Jo}r] = ]-4-v] 2] t] d ) o}
-v zolu|= T 19 AR FHEEHE Fo o] oF 100 mg WA 2F 800 mgolal, 4] o] 1Y

A168 WA A18% T o= 3+ &of oA, FEC] 1,78 ,10B3-EF 3| EFA-9-524-53,20-9 ZA| & 211~
d-2a,4,13a-Ed Y 4-olAEo]E 2-MlFdo]E 13-{(2R,39)-3-[(tert-F-EA 7} 21 d)o}n| = ]-2-3| == A]-3-
AdZavedolErs o Xgste A W,

A198ke] YA, 1,78,10B-E S =EA-9-F 256,20~ ZA & 22-11-91-2 0 ,4,13 a-EZ Y 4-o}lAHoIE
2z o] & 13-{(2R,35)-3-[ (tert-F-E A7 21 d)obn] 2 |-2-8] EZA]-3-H I L2} o] o] E} 2] Fo] 5 mg/m

WA 200 mg/mo]3, A7) %ol F 13 Folx= A9l W,
A3 21

A168 WA #2008 T o= & o oA, 5-[[4-[(2,3-tHE-20-At}E-6-) & o}r] = |-2-5] 2] v] t] d | o}
e ]-2-vEuiAlE Eoln= i 9] A FEEE Fol dgEA 1 UK 30d Bt FojEan, ojojA 1
WA 1499 golF o, 2-[(5-EF==-2-[[3-Hgd-1-(1-H D &)-1H-7 g} Z-5-Y | o} = ] -

4-F ) ot m]-N-F| EA Ml Zoln| = = 9] A FHEEE= Fo] 1 WA 309 Bk FoEE AU
W

AT 22

A163 WA #2138 F oj= s o JojA, 5-[[4-[(2,3-THE-2H-t}E-6-< ) w & o} = ]-2-7] &) v t] d ] o}
v ]-2-vEdAlE Foln| 2yt Rl BME Aol Feol Wy,

A3 23

kel Xzl AFRSH7] %, 5-[[4-[(2,3-HWE-20-21 th&E-6-d) W D olr| = |-2-F] 2| t] d Jo}m| = |-2-w| &
HAleZoln| = i Zﬂ A sleds d 2 2-[(5-FRE-2-[[3-HE-1-(1-H g &)-10-T 2} =-5-L ] o}
v ]-4-g gl d)olu| e |-N-t EA M 2ol = = 9] Aok I8 AS XFeE 2HE.

AT 24

A23%el lolA, 5-[[4-[(2,3-t e -2H-Q1t5-6-) vl F o}r| = ]-2-F] 2] | v) d o} v s | -2- v D il Al 5 o v =
i 29 AR F8H= el Fol of 100 mg WA °F 800 mgQl EF=.

A3 25
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WA 200 mg/n'el T, 7] ool F 18] Folme A9l 2T,

7% 28
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v ]-2-wEH s Zom eyl Rl EgFaglolrs Ao FE Ol ZIE,

AT 29
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A|33% W= A|343e] Qo] 1 2-[(5-2 2 =-2-[[3-vE-1-(1-H g el g )-1H-¥] 2} 5-5- Jo}m] 1= |-4-9] g ] d ) o}
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13-{(2R,35)-3-[(tert—F-SA|7F2 R ) o}11] 1z | -2-3] =5 A] -3~
Az egheoolELE o Xdshe 2 23E V|E.

_5_



[0001]

[0002]

ZIHSd 10-2014-0011322

A3 37
A36ao] A A, 1,78 ,10B-EF | EZA-9-242-53,20-0 ZA|EF~-11-¢1-2a ,4,13 a-ET| Y 4-o}AH | E
9wl Z o] o] E 13-{(2R.39)-3-[ (tert-H-E A 72K ) olu] 1= ]-2-3] E2A|-3-3| I T2 0] 0| E}e] ko] 5 mg/m

WA 200 mg/m Sl 2FHE 7)E.
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A3 39

S AnE AR oobel Azl oAl 5 {-102,5edA 62 o2 v
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151 2452 o] 1 4-9] ] 1 Qoo LN A 2o o] ASHE Sl8HE 98 Tt x

A39%el elA, 5-[[4-[(2,3- ‘ﬂﬂﬂ% 2H-Q1ehE-6- °‘)Uﬂ%°}ul+] -2- JJE]UIQ d]opr| i ]-2-v| F Al = E ol =

40l glolA, 2-[(5-F 2 2-2-[[3-wE-1-(1-Fd el &) -1H-¥] e} E-5- < Jo}r| e ] -4~y 2] vy ) o}
B ] N-H EA ol = mEi o] Aok Sl E le] ako] oF 100 mg U1K oF 800 mgdl XEES S

A39F WA A4 F ool 7 Fel golA, 1,78,108-E7 1 ZA-9-5 250 ,20-0l| Z A B A-11-¢1-2
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TRl EYE o X 2PEY] §5.
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WA 200 mg/m' Q) Z2FE] S
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gre] whgy)el ) WaHel Qe @k, olFEAZ2C] sl 2ol AW by ol ATE = F sh
A

= = =2
=, Az 599 A4 JdA FEAREYH dore ME Asddoltt (¥ [Crews and Erikson, Cell,

74:215-17, 19931).

LA BgL 7|Ee AR EH A2 ddo] HwEste ot AL EdoA (i) T AEe
sk (i) g3 7344 578 (i) 5802, dAAR Juyd A Axe 7129 & fFeshes 7AY
o &al ® FF A oY FF; (iv) WH Axe 524 2 7Fs3H(mobilization); (v) 7154 EAE
7S FJAste 7hsstE Wy AlxEe AxAE; (vi) BEAEE FX A 9 (vi) 7AYo HE 2 A
AxEe] Az PAE dHore] 98 It Aow FoHETt. AAAAQ AL 3 v 2AAFYH A
%715 AT 24 A sl @A4olal, K208 ARV wotel AdA AA el APt mgk, A4
Al AL AA Af stell, we o A F719] 5A dAelA dAdstEr. FAEE I Hddd
AL e S, S8 23, oldEAEHAs S, W A5 Fol, B &S HEE o 4
3 dElet BAdT. A3 el A e 3] 93 o & 5o 3 [Fan et al., Trends in Pharmacol
Sci. 16:54-66]; [Shawver et al., DDT Vol. 2, No.2 February 1997]; [Folkmann, 1995, Nature Medicine

1:27-311014 =ol= i},

Aol Aoz yehgtr., wWEwol gy Bul opuel, oA H4 L F
2 Ak} Aol duk (¥ [Folkmann, J., J. Nat'l

g W9 % A (VEGR), 2 d3 W9 A4 1A #&A(5) (VEGFR) 2 &8+ 19 F&A7F 348 7
Aol A FAlo] drt. 11¥ FF] st FAete & R @ TP xAHA VEGF E VEGFRS] 92
HEA o] we HAE wolgirt. VEGFE ZE|PHE=EA, FAAs 7Y Ha4d AT Aol vt
%] [Pinedo, H. M. et al. The Oncologist, Vol.5, No. 90001, 1-2, Apr. 2000]). VEGFR(E)<2 AlXEZ A%,
w3k, 2 AT xAd osteE dide]l B HEA 7)o AstE FXske wild gHz2Al 7)uAl (PT
K)oltl (E3 [A. F. Wilks, Progress in Growth Factor Research, 1990, 2, 97-111]; [S. A. Courtneidge,
Dev. Supp.l, 1993, 57-64]; [J. A. Cooper, Semin. Cell Biol., 1994,5(6),377-387]; [R. F. Paulson,
Semin. Immunol.1995, 7(4), 267-277]; [A. C. Chan, Curr. Opin. Immunol.1996, 8(3), 394-401]).

VEGFol i3k 3%¢] PTK =847} &9t} VEGFRL (Flt-1); VEGFR2 (Flk-1 2 KDR) % VEGFR3 (Flt-4). o©]
S FEAE gAY A As dgel] Bt (3 [Mustonen, T. et al. J. Cell. Biol. 1995:
129:895-898]; [Ferrara and Davis-Smyth, Endocrine Reviews, 18(1):4-25, 1997]; [McMahon, G., The
Oncologist, Vol. 5, No 90001, 3-10, Apr. 2000]).

d
8
ot
i
4

€A PTKQ] VEGFR27F 58] Fvlath.  VEGFOl °|%k VEGFR-29] &g 3}
oA o Aotk VEGF Hde T Al diste] 784 Y

>

S il =
qow, 3 54 A=l Wt wkgor AdFxdd 4 vk ol g AL Aitangoln, o7|A VEGR
B TG B B ST A FFrdE. VEF Hi=E 29 AE VEGF AF F-eiekel Aol 9
& VEG gheh. o] 24 VEGFRO] &A1 olFAst 2 VEGFR2S] MlEW 71ubAl ElQlel Ao B2l 3t
o]
ar

o
L. 7IUA mdRle] #ZEste] ATPEFH S IAFO|ES EEA 2 Hddsial,
o] we} VEGFR-29] shrollA s 9wds 93k 43 Fort AlTHL HFHoR iAo fFRdET (&
% [Ferrara and Davis-Smyth, Endocrine Reviews, 18(1):4-25, 1997]; [McMahon, G. The Oncologist, Vol.
5, No.90001, 3-10, Apr. 2000.]).

AZAH O VEGFRZ2 7IUAl Z=wele] Agztae |24l 7|9 itats Adsia daaAel MAE Wasis
285 & Zlolnk. FAF SR, VEGFR2 71uvAl Ew|Rle] ATP AjF F-HjellA el oAl ATPO] Ajfs wWHAshaL
|2 Z7)9 oatslE WA Aolt). uwhebA], VEGFR29 dA¥t®E AANARRD A5 A AR ol d W
T Y% dB0AE AT Fola, o wEt o e $HEE daaAy ddd 2 Fole AAAe A8
NS AT Aotk HEIAE (dzxyy JmzIRoln)= g3 Uy AA Adxk =84 (VEGFR)-1,

VEGFR-2, VEGFR-3, -4 A3 A €4 (PDGFR)-a 2 -8, AfolHE A3 A4 584 (FGFR)-1
2 -3, AEZRR] &4 (Kit), JEFZ-2 84 54 T-HX 71UA (1tk), HFF-5ol4 whilzd g4l
ZIGA (Lek), 2 =3k damd #84 g2 7|uA] (c-Fms)e] Bh5-E|ZA1 71UA] A A oL, u]=rof A
8 AAE GF Fxte] PR FAHUY. HxIY =R ERefo|=o| sty 5-[[4-[(2,3-HH|
Y-20-21thE-6-d ) v dolr| - |-2-F g m| ] d Jo}m] i | -2-w| il Al 2 Eolm| & B s =R F R glo] = o]t}
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P2A AAE A 34, AZ AE, L AL )5S HEE gl A A4 2P g
B 54 ERA Az Sduteld] ol BAskEAL tael Azt deld wAggHeE wAHths S0l
FAH Y. olE Bel, AW A% A FLA EFRE fueh, A, ok, wdae AEs, 9ok, @
o : | 9/me spnaEe Aew weldh. BORRe) B2 A @4e) AEd ol
tosQivel W/EE WA KRS e go ARdA QasHom AR dde

= 0 %

u}-2}A A ElZA 7UA e AeH AAAE A A, AAY do] A BeA &3
FAK (fAF PTK20 98l ZdE) e Jead 2 A Qx FEAZRE JN5E T3 v-584 g2
FIuAlelty.  FAKE AIE AE, A%, 32 olF, 2 He Ao AA s s A2 HuFY

(¥3 [McLean et al. 2005, Nat Rev Cancer 20 5:505-515]). 3=7}=, FAKE t}E 24 7)o e <14k3}

of o8] zAx T BSAE. FAK iR W/EE wulde] shurde MARAoR ek, A4, AL,
Aok, vASH R AYALS ek el oIk 1Y FF Wk opleh; wAGHoR WAy, Ay FA

=74 NEY (AMDES s 8 g delx FAstEAT (FF [Owens et al. 1995, Cancer
Research 55: 2752-2755]; [Agochiya et al. 1999, Oncogene 18: 5646-5653]; [Gabarro-Niecko et al. 2003,
Cancer Metastasis Rev. 22:359-374]; [Recher et al. 2004, Cancer Research 64:3191-3197]; [Zhao and
Guan, 28:35-49, 2009, Cancer Metastasis Rev.]). XUt Q&A% A3 FAKE AA ZF o Hle oA
o] Z7}sta (F3& [Grisaru—Granovsky et al. 2005, Int. J. Cancer 113: 372-378]), #o]9] o3& AE=
el ¢ vt FA7F vk, FAK @42 WEetA Wad 2 Aol AzF &k ddgle]l B (Fd [Zhao
and Guan, 28:35-49, 2009, Cancer Metastasis Rev.]).

RNAiol o]g FAKS] A4 T FAK 4 &4 2d A3t §389 2 SAF AxFelA F2te] Aol 9 Alx AL
dE ki, g dagh AXEeA mAEA-mriE s ofFEAAE SUHAYIE ZoR yewEth (£d
[Beviglia et al. 2003, Biochem J. 373:201-210], [Smith et al. 2005, Melanoma Res. 15:357-362], [Halder
et al. 2005, Clin. Cancer Res. 11:88298836]). rgju, A QA AFolME T B3 4 AX
(MCFIOA) ol A FAKS] A= H-Zo] Ao T olFEALE oA EE Aoz AT (3 [Xu et al.
1996 Cell Growth and Diff 7:413-418]). $Al &4 wdo] 93 FAKS A= =3 S A (syngeneic) HE X
A TS S TR FA HdE Mz #d Holg AASE AoeR YEHT (Fd [van Nimwegen
et al. 2005, Cancer Res. 65:4698-4706]). whzH7FA]=  shRNAO| ©]§k FAKS] A= SA vhg-2= BEllol A ¥
HolE JASIA I AALES 40% HaA AT (3 [Mitra et al. 2006, Oncogene 25: 4429-4440]). o] A+
A, ZIUAl-dl=(dead) FAKZ} obd ofA o] AAZ1 ATde] shRNA B@FS HFAAZAT. vk 4T1 &
T MEAAMY A A TFHel 9% FAKY Al mhe-zolA X A 9 IS AT (£9
[Mitra et al. 2006, Oncogene 25:5969-59841). F7}=, FAK &v] A9 Ao (Z1YAl-dl= FAKE zr= FAK-
[-A1329] AlF)E vh-2ollA v-Sre T4 AFS E91 NS FAAZ

ojn] AFAEe] EAEA (AR (TAXOTERE)®) 3 19 F=A (o2d], E5(TAX0L)®, I EA)7F oA
AAE, dAY 18 TS 2 e 4 TFY XB8dA FEsvE Aol FESSIY. f Y 538 EP 0 253
7385 9L A B35 =Y W0 92/09589%5 ¢ w=AERA el Az wwlo] AAE] gty dwrdow  gkxle] wiE)
9P = %2 60 WA 400 mg/m o EMgAS ¥t H 3wk} 1A]
7F Z2 60 WA 100 mg/mﬂ fo] FoHr} (F3 [Textbook of Medical Oncology, Franco Cavelli et al.,
Martin Dunitz Ltd., p. 4623 (1997)1).
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10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 =+ 30¥ Fo ¥& F
oua, o] A% A& 7k Hojm aatE A @ B3E Bl BUF Rol® A% Ao} FE AV vE =

>

A
olg A% A5Z FH 1A Aol (I So, = A L HFE B Bk A%s)A 69 B Feoluar,
A

FHHoR SR AL A%AA 8 Bt BE FolHw, A% /e Ao A% 149D R
o

~

e Ao, SEE 4 2 e B 94 1% F A% HA B 54 12 olulel £ Fojy
2, SEE A7E A7) Q4 e uA g Bkl FolEth, 0 AN, 44 A% a2, 3, 4,
5,6, 7,8, 9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 L= 30
Qolir, EA 71zt olule] 3EE A 2 HAE BY) A% Fo] A5 w1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11,

il

-

n-moli, o714 n - me 1 ololth. dE So, }AE A 2D HFE B UL AA F|zke] AAA
234 1, 2, 3,4, 5,6, 7, 8, 9, 10, 11, 12 E£& 139 ¢ EA 77 oJyd] Fo
_T':E_

= 42 Y 13, 12, 11, 10, 9, 8, 7, 6, 5, 4, 3, 2 & 1Y B9 3= AV}
ne 1401, me 1, 2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12 =& 1303, n - m& z+zF 13, 12, 11, 10, 9, 8,

7,6, 5 4,3, 2 = lolth. 54 7%k olule] B3 A 2 5¥E B A% ol A5E 94 A% F A
ATt WS ok webA, A7) deld, BEE A7 A%aA 49 B BE Folfu, ood HdE
o=

284 59 B9t B} Folw Fol, shatE AVl A%aEA 59 B9k o

A
b7 AR A F guA 3 Sk 9= RojEch, 9% Ax A, AF 77 n
3, 4,5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29
w3003, B4 717 ole] &% A 2 B5tE Bo A% o] A% a1, 2, 3, 4, 5, 6, 7, 8, 9,

1
10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27 & 280]1, €A 711 & &
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A294 o d4 p= 1, 2, 3, 4, 5, 6, 7,8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23,

o

24, 25, 26, 27 T 280]aL, 3IFEE B9 Fo] A= n - m - polal, 974 n - m - pi 1 oAt o E

Sol, 3% A 2 33 B 1409 A J7ke] AAN A%HNA 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11 E=

12 B¢ B4 7|z olgell EuF FoE & da, AV 94 V1 F 1, 2, 3, 4,5, 6,7,8,9, 10, 11 =
2 2

, A st FIE B
, 2,3,4,5,6,7,8, 9,10, 11 & 120]2, p= 1, 2, 3, 4

= 129 B¢ stE AV FA4Ha, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11 E& 12¢
1 1,2, 3,
, 8,9, 10, 11 =& 1205, 54 7]

Ty, A7) dddA, nd 1403, m

5,6, 7,8,9, 10, 11 =¥ 120|322, n-m-p= 1, 2, 3, 4, 5, 6, 7

7 olue B2 A 2 FFE Bo A% o A% 94 /)7 F AAekE BT 5 Ao, e, 4]
Aol A, seE A7l A&alA 49 Bk @ FolEa, ool FHAE A 2 PR B/t A& 54 B =
o Fol® Fol, A&aM 59 Fot SHEE Bl ©E Fojwo], U U4 S AL & A, HFE A
o] 9% Kol W 3T BO) ©E Folyl A&a WA Wa ook, webd, 4] dolM, SFE AL A
2314 29 B9k Folsa, ool 19 ot F3E Bl Fol® o, A%dA 59 Hob ddE A 2 FE
B7F 0 Fol®a, 1 Fol 19 B9k sh5HE A7 Folum, olod dA%slA 59 ot e Bt FojE &
i=s

stz A, saE B, 2 SR (o 2FRS Folahs A9, B AkgE g0l "x% sz 2 19 3
Aol H3E A, FFE B 2 SFE OF A% AN® #H B "EA 7z olje] Folwa, glelw
FEAow A& MA B TALL FRE F U EE B Foui AL oudt.  @a R
ot @, Bo JAE RE Fo] TR 'A% ke Aol Agw @4 AfH (we] Eue §
7 FrE el glon, vx 89E A H3E B 2 HFE O A A% A4 9 pHes HFE F
s} i Ete] Rojmi oAl A% A5 Bl AAE Fo] TREZo] Aw g F oj= AHd LA
&7)e shw ®e)

Aol 1, 2, 3, 4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26,
27, 28, 29, H= 30 &< 54 713 ool Fold ¢ glar, o] Aol AL Ik A7k 1, 2, 3, 4, 5,
6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, FEi= 30%

A% e gad A% S A, dE o), 3% A, 92 B 2 9T 01 AR B4 Fol A%alA
9
:

Aolth, Am WA Fol, Al sFEol A%eA 02 WA 54 A7 o] FelHw, At Wy Am D
FH3, s A7, oAl e geel AW == 8 gele] s} Zzeze WsE ad 9id A
S ol

Tt Az TEZo] B oo A e newth. o= Sl satE A’ B 2 7} Hol® 1, 2, 3,

4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 E+=
309 HoF B4 77t ool BEFEAE T, ojojA sgE A, B % C F g EE Bo] Hojx 1, 2, 3, 4,
5 6, 7,8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 H+ 30
9 FoF Bojg i, o] A9l A& ke Aok = A B 9 (7} Ry A% A5e 37 AL B 2 C
% st me Eol Rold A% A5E T /10U Aol (g B, AFE A, B L O} A%slM 69 B
oF Bofil, olo]x HFAE AT A% 8 EoF BE FoEW, A& 73S How A% 140 Ro]ur,
H3E A B 2 h A% 72 B Folgm, olo)q HFE A D 7} A% 102 Fet FoHW, A

W

Holl A, 3% A, B 2 7 94 713 F A5aA B3R 5ok 54 7|3t ool Felma, 53T
AUB R CF S EE Bol A7 94 71zke] Umx & Eote] FojEnh. A% AA%EAN, A4 71t n
2 2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28,
L EA 77 ool sEE AL B % Co A% Fo A5 nS 1, 2, 3, 4, 5, 6, 7, 8, 9,

Kuf
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rr
w
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10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28 L= 290|al, 332 A, B
90 F s} = 5o Fo] A= - polil, o71M n - n 1 oot «E 5o, #3tE AL B 2 C
7F 1499 94 77kl @A A& 1, 2, 3, 4, 5,6, 7, 8,9, 10, 11, 12 == 139 9 EA 7|7k o]
ol F5a, 47 94 717 & 242 UyH=A 13, 12, 11, 10, 9, 8, 7, 6, 5, 4, 3, 2 &= 14 %o 33
2 Bl 2d® 4 9uh. A7) oolA, ne 1403, m& 1, 2, 3, 4, 5, 6, 7. 8, 9, 10, 11, 12 ==
13¢]3, n - m& Z2F 13, 12, 11, 10, 9, 8, 7, 6, 5, 4, 3, 2 L= 1o]tt. EA 77+ ojje] a3 A’ B
9 Co] A% Fo] A4l dA Y7 F AAPE WA 5 k. weld, 7] delA, satE B A%
49 Bob 9E FojEa, oloj] d&s|a] 59 Bk 8% A B 2 ) Fo® Foll, d&sA 59 Fob 343t

o2 AA A, 94 717k 0 2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
91, 22, 23, 24, 25. 26, 27, 28, 29 Wiz 30%o]i, EA 7|7+ ojule] 3= A B L (o A% Eo A4 g
& 1,2, 3, 4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27,
28 = 29011, Q%EA B2 C % e Ro] o )= p=0, 1, 2, 3,4, 5,6, 7,8,9, 10, 11, 12, 13,
14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28 W= 2903, 342 A B @ ¢ = S =
A4 q=0, 1, 2, 3, 4,5, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25,
96, 27, 28 Wi 2003, 714 p EE g 1 olAolth. olE Sol, sgtE A B 9 7} 149 UA 77
of AAAM A&3NA 1, 2, 3,4,5,6, 7,8, 9, 10, 11, 12 == 13¥ =< EA 7|7 oo T, A7)
o# 77k % 13, 12, 11, 10, 9, 8. 7. 6, 5, 4, 3, 2. 1 &= o%%{ﬁ}%%B'}EO%H e B 2
C7bn-m-qg¥d 5 FoE 5 Ak, A7) deoA], ne 1403, m 1, 2, 3, 4, 5, 6, 7, 8,9, 10, 11,
12 W& 13|31, g 13, 12, 11, 10, 9, 8, 7, 6, 5, 4, 3, 2, 1 & 0°ltk. 574 717k ojl9] 3}3HE A

B 9 (o] % %ol d4E 94 77k F AAGE AT 5 vk, wmekA, A7) delA, sEE B A%

>

Fou 3, olo]X A%aA 62 Eot e A, B 2 (7} Folw Fo, ALaA 49 ot

Jlm

B ouygel A8 TREZ] SgE A, B % €9 9ol RRYF Felsh g (AF Hol, wEel sHE A
2
A

o g B o, dde A 2 g

spetEo] "S54 7R skl FolEA] gerhd, e oA oR Foldh

(@]
Q
o,
el
£
_0|L
il
on
_l
2
riT
rlo
2
R
>
ofo
i,
oo
2
&
)
2
m
£
=)
[

st A Y aEE B 2UES AR
o ol BFE A 2 HFE B F o= shbst
T WA o2 sl dgEiA 1Y o) et 5 Fo
Z o sl 3EE A 2 HEE B F v gE 3
QelA mEEch. B AgEE vhel o], Fople agE A 2R SFE B F ol st Fof
olFe}, sghE A 9 BgHE B F UriA o shiel #ad Rof Ao, sghE A, sgE B

34 ks 19 ole] Jlzteltt. Feprle thdd A5 4 lrk. AR AAFHelA, Fo)

5,6, 7,8,9, 10, 11, 12, 13 =& 14¥o|t}.

A AAFelel A, sgE A 2 B B F ol shbsk A%siA 1, 2, 3, 4, 5,6, 7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 Wi 30U F<¢F Fo=ar, oA 1,
2,3, 4,5, 6,7, 8, 9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29
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w3099 Qeld FobE bW Fo, SR A 9 S%E B F UmA tE dust a%aA 1, 2, 3, 4,
, 7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 T+ 30
T =]

O

15 A Felel A, 83E A §FE B 2 SFE ¢ F o] s mi= So] A% 1, 2, 3, 4, 5, 6, 7,
8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 T+x 30¥ =< &
ol¥a, olojA 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24,

25, 26, 27, 28, 29 E& 30¥€9 494 FHE M Fd, st CBEE B 2 aetE ¢ 3 uvA o
2 5w st 9% 1, 2, 38, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21,
22,23, 24, 25, 26, 27, 28, 29 ¥ 309 T FoAHT),

"B IRE el W 'ERA" Fol Fo W Folzh oo} 4 gAY A el ZrEZo] olofd £ glo
W, W el b oa) Fol meEZ A6 Fobrlsh Ad® 4 dvks Ao olsHy}

welol AAE An Zeed 9 A AY dAd v WA Aw TIETS AT £ AAY, 234 o
ow fae] A A TREZe APV THAT & At AL Lojof @}

AP, B ouge] e 2FBe RRoA RolHi: SFEB A P& o 200, 205, 210, 215, 220,

225, 230, 235, 240, 245, 250, 255, 260, 265, 270, 275, 280, 285, 290, 295, 300, 305, 310, 315, 320,
325, 330, 335, 340, 345, 350, 355, 360, 365, 370, 375, 380, 385, 390, 395, 400, 405, 410, 415, 420,
425, 430, 435, 440, 445, 450, 455, 460, 465, 470, 475, 480, 485, 490, 495, 500, 505, 510, 515, 520,
525, 530, 535, 540, 545, 550, 555, 560, 565, 570, 575, 580, 585, 590, 595 HE+= 600 mge] shgk WA oF
150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230, 235, 240, 245,
250, 255, 260, 265, 270, 275, 280, 285, 290, 295, 300, 305, 310, 315, 320, 325, 330, 335, 340, 345,
350, 355, 360, 365, 370, 375, 380, 385, 390, 395, 400, 405, 410, 415, 420, 425, 430, 435, 440, 445,
450, 455, 460, 465, 470, 475, 480, 485, 490, 495, 500, 505, 510, 515, 520, 525, 530, 535, 540, 545,
550, 555, 560, 565, 570, 575, 580, 585, 590, 595, 600, 605, 610, 615, 620, 625, 630, 635, 640, 645,
650, 655, 660, 665, 670, 675, 680, 685, 690, 695, 700, 705, 710, 715, 720, 725, 730, 735, 740, 745,
750, 755, 760, 765, 770, 775, 780, 785, 790, 795 HEi= 300 mge] Ao ZHE HEH= 4Y Ao, E
wge] AxFe 7] ddE Wl vel el FAE ETFUTHE AL dobok k. AR A Feol A,
Aol Aud e 19 1 EE 28 Folut,

%1-

o

1

AgeAs, B o] WE xFEe BHoza EojHi= g3% e Fe ok 50, 55, 60, 65, 70, 75, 80,
85, 90, 95, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185,
190, 195, 200, 205, 210, 215, 220, 225, 230, 235, 240, 245, 250, 255, 260, 265, 270, 275, 280, 285,
290, 295, 300, 305, 310, 315, 320, 325, 330, 335, 340, 345, 350, 355, 360, 365, 370, 375, 380, 385,
390, 395, 400, 405, 410, 415, 420, 425, 430, 435, 440, 445, 450, 455, 460, 465, 470, 475, 480, 485,
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490, 495, 500, 505, 510, 515, 520, 525, 530, 535, 540, 545, 550, 555, 560, 565, 570, 575, 580, 585,
590, 595, 600, 605, 610, 615, 620, 625, 630, 635, 640, 645, 650, 655, 660, 665, 670, 675, 680, 685,
690, 695, 700, 705, 710, 715, 720, 725, 730, 735, 740, 745, 750, 755, 760, 765, 770, 775, 780, 785,
790, 795, 800, 805, 810, 815, 820, 825, 830, 835, 840, 845, 850, 855, 860, 865, 870, 875, 880, 885,
890, 895, 900, 905, 910, 915, 920, 925, 930, 935, 940, 945, 950, 955, 960, 965, 970, 975, 980, 985,
990, 995, 1000, 1005, 1010, 1015, 1020, 1025, 1030, 1035, 1040, 1045, 1050, 1055, 1060, 1065, 1070,
1075, 1080, 1085, 1090, 1095, 1100, 1105, 1110, 1115, 1120, 1125, 1130, 1135, 1140, 1145, 1150, 1155,
1160, 1165, 1170, 1175, 1180, 1185, 1190, 1195, 1200, 1205, 1210, 1215, 1220, 1225, 1230, 1235, 1240,
1245, 1250, 1255, 1260, 1265, 1270, 1275, 1280, 1285, 1290, 1295 w3 1300 mge] &}k =] ©F 150, 155,
160, 165, 170, 175, 180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230, 235, 240, 245, 250, 255,
260, 265, 270, 275, 280, 285, 290, 295, 300, 305, 310, 315, 320, 325, 330, 335, 340, 345, 350, 355,
360, 365, 370, 375, 380, 385, 390, 395, 400, 405, 410, 415, 420, 425, 430, 435, 440, 445, 450, 455,
460, 465, 470, 475, 480, 485, 490, 495, 500, 505, 510, 515, 520, 525, 530, 535, 540, 545, 550, 555,
560, 565, 570, 575, 580, 585, 590, 595, 600, 605, 610, 615, 620, 625, 630, 635, 640, 645, 650, 655,
660, 665, 670, 675, 680, 685, 690, 695, 700, 705, 710, 715, 720, 725, 730, 735, 740, 745, 750, 755,
760, 765, 770, 775, 780, 785, 790, 795, 800, 805, 810, 815, 820, 825, 830, 835, 840, 845, 850, 855,
860, 865, 870, 875, 880, 885, 890, 895, 900, 905, 910, 915, 920, 925, 930, 935, 940, 945, 950, 955,
960, 965, 970, 975, 980, 985, 990, 995, 1000, 1005, 1010, 1015, 1020, 1025, 1030, 1035, 1040, 1045,
1050, 1055, 1060, 1065, 1070, 1075, 1080, 1085, 1090, 1095, 1100, 1105, 1110, 1115, 1120, 1125, 1130,
1135, 1140, 1145, 1150, 1155, 1160, 1165, 1170, 1175, 1180, 1185, 1190, 1195, 1200, 1205, 1210, 1215,
1220, 1225, 1230, 1235, 1240, 1245, 1250, 1255, 1260, 1265, 1270, 1275, 1280, 1285, 1290, 1295, 1300,
1305, 1310, 1315, 1320, 1325, 1330, 1335, 1340, 1345, 1350, 1355, 1360, 1365, 1370, 1375, 1380, 1385,
1390, 1395, 1400, 1405, 1410, 1415, 1420, 1425, 1430, 1435, 1440, 1445, 1450, 1455, 1460, 1465, 1470,
1475, 1480, 1485, 1490, 1495 T+ 1500 mge] Asto 2 X E] Melg= o4 Aojt}, AR Axge A, 33

B B'Y MeE e 19 1w 23] Feldr,
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m,%,m,%,m,%,m,%,&1859Q95E%1mmymﬂ6W}mﬂ9}%,%,%,%,m,%,
80, 85, 90, 95, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180,
185, 190, 195 W= 200 mg/m o) Ao RRE MelEE o Aotk AN AAFelA, sh5HE Cof el
ko 1, 2,3,4,5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27
T 28Ynit) FojE T,
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