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(57) Abstract: The present invention relates to a buspirone derivative and a pharmaceutical composition comprising the same and,
more particularly, to a novel buspirone derivative and a pharmaceutical composition for treating or preventing a hypertensive dis-
case. The buspirone derivative according to the present invention falls under a novel buspirone derivative which is, in relation to
buspirone which has been known to have a therapeutic effect on stress-related diseases, etfective for the treatment of other patholo -
gies. In addition, a composition for treating and preventing blood pressure-related diseases according to the present invention can
treat or prevent blood pressure-related diseases such as hypertension by utilizing the buspirone derivative and thus is an invention
which newly broadens the scope of utilization of buspirone. In particular, such buspirone derivative enables buspirone, which has
been used only for the treatment of stress-related diseases, to be utilized for a new use for hypertension treatment. A blood pressure
lowering effect, regardless of a mental stabilization effect, restores the intracellular AMPK and normalizes metabolic actions without
artificially restraining the contraction-relaxation control mechanism of vascular cells, thereby fundamentally correcting causes of es -
sential hypertension or primary hypertension, and thus having an effect of treating or preventing hypertension.
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AN 13 R N= 165[M+ 11.
° oMUy | #)-s-obH A R 45147
Br
7,94
o 8-(3-((1-A 2= 3| dl 2| el
-y
N \
aae 14 | L N ) A ) gok AT | 391[M+ 1],
[+) o (L,/N 7
2[4.5]9]71-7,9-¢] &
(F)-2-(7,9-1] S2a -804 2 3
L
= =2|4.5]917-8-2) o} A E L4 5]
AN 15 Q“_J"EN — e S8GIM+ 1],
o o NH p|E (e E-z-h) A
— NJ
A-4-4)S4
v (£)-2-(7,9-1] & 2-8-0} %27
A 16 K 420[M+1].
— =N = - o1 Al =)
o o< N N | 2|4 5]dIk-8-2)okA E L3
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[149] = 0-(I-(-JEZA )Y
9-4-4)5A
(E)-2-(7,9-t) & A-g-o}2 27|
o]
O,#{N 2 [1.5]917-8-A) o} A E ] 5]
AN 17 | SN e 424[M+11.
o °%;ﬂ*EKj = oI E[d] o) v o
-2-yDI g -4-2) 54
(E)-2~(7,9-t S 2-g-oF 4 23]
V. 7 2[4.514)21-8-21) o)) = 2] 5
Ao 18 [ikgﬂ_xﬂ L 420[M+ 11.
o o< N N|E 0O (6-FREA-4-
Ay o ejd-4-2) 4
(B)-2-(7,9-t] Sr2=-8-op4 23
7 (4,51 9]2-8-9) op Al = ok 5]
A4 19 Q\_({‘Ti,q R 420IM+ 1].
k) o N po|= 0-(-(6-FREAHr}R-3-
— N-N
o) s #v1-4-9) &4
(£)-2-(7,9-¢] S 2-8-of A 2
o]
/H‘Q/Nﬁ =[4.5]d]7H-8-2)oLA ot H] 5]
Ao 20 | O N N 1641M+ 11.
o oMYy | m 0-(re-nRRIEY-2-9)
\Br
Ao e d-1-4) 4l
(£)-2-(7,9-0] & 22-8-01- 4 2~ 5]
L 2[4.5]617k-8-31) obA| E e 5]
AN 21 E%_gﬂ_N - 390[M+ 11,
b o N V| E 0-(-AZEEAAANTY U4
) &4

[150]
[151]

E%,%%%@] [q‘% /\01’7] ﬂ‘t—i})ﬂ] 1= _{:;L_/\] {—{x_]-ﬁL ﬂ.éﬂl—%% E‘Zjloﬂ [q_a]_
ole] F el A A 37} 7hs e e B oukgo) s A)by) 3}k 12
A HE IS ES SAAFE o R SHA-A 7 W A A3} HH S oA Ao s

[A] A <]

AA e 1 AAEZ 7Eh

FANES50mgS A2 2 T, FEA 141 mg, AR H = USNFO0.8 mg 2
nl1d 55 ZElolE ol E 0.1 mg& E33tal 7Fskste] AAE THE ST

Al Aol 2: HA A £ &)
BAAES50mgs AR , S E2 160 mgd HE 4.0 mge A A

1%
£ &0] £ 8003 ng w73 Bell %<1 F o] §ojo] AP W e

©

2
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[159]
[160]
[161]

[162]
[163]
[164]

[165
[166
[167
[168

— e e

[169]

v Fakah gk Az Fol v UL AW F oD Ae)F v Akl 27 mg
9 o1 4 2 Elobel o E 2.0 mat A9k v 92 Fhebakel YAl R WEQAT

A A o 3: -k A

AR 50megS A2 2 o), FEA 148 mg, Z2)v]d 3 E2] = 10.0 g,
nl 1| e ol ol E 0 2 mge}t A ATt E3HES A e A& AFEEL
T3k No. 5 gl <ol x| %t}

A Al o] 4; FALA]
2T 22 M 100 mge FHrA 71 AL, 71 Holl == 7Y 3= 180 mg,
Na2HPO4?12H20 26 mg 2 Z5 2974 mgS A1 A FAMA S Al 2813

ZpekAd 531 <l 3‘4 (Spontaneously Hypertensive Rat: ©] 8} ‘SHR’ o] &} & €=
ol HAY = A ERZN, AL A J—t‘éohjr 74 AR

[e]

NN 7

Qo] v ¥t} SHR-2 Wistar stock = -F inbred¥ &= |, Okamoto2}
Aoki ol &3] 7| A th(7-8). th7H 4-6 7 ] Nar Hoi= Cl &= 531
dsro] &5t l 0}04 8-12 Foll Lol A4 o= el ¥t} SHRE
A, At R Aol T S A AT S 28] FHEEH
ool <A J——’ﬁé?} S S 7Hd ndste] Rl s EEA 2dst
A 2 HE AT ol ol AR A glow, oA argqlhel WAy Y] A o]
ghals] whe 2| A Uttt

ol Z A Abghel A i kIt {-AFEE SHRI t &8 Wistar-Kyoto
Rat(WKR)E o2 A 3 58 ¥&= 59 SHR 46 7] & S A5 ES
53l A +-2] Japan SLC, Inc.(Shizuoka, Japan) =B = 3} T} A&
F3H 27(21°C, 55 41-62 %)oll A -2 A Q) Bk10/14 Az =71 2 &3
Absoll AF-F A s 5= 9 A 3 SHRS 29 2 3 -0 & Lo
buspirone 5] (1 mg/d 51 7 v}&], 5 mg/d 5] 7 7}&], 10 mg/d 51 7 #}]),
buspirone ] -5 A ol | F3l= YHI 07159 7] <A Al < 170 ube} Al 29
WAy §2A) 5o 751 mg/d o1 6 vha], 5 mg/d 51 7 k2], 10 mg/d 5] 6
ey o 2 U A= e 27 vhe)E vEo] 4 SR 1 5 =Rl ke
SAsto] o Gl 3ol A5 5 FHFEH 5855 o] €519 buspirone
YHJ 071595 el & o= 553 Folapglon, A daza a2
of=o] gl =& FAA ARSIt 54 S f1ste] SHRE v Al 71 4]
a1, 27-30 °C2 24 E chamber A2 IF 54 FA & o]&3hH o 15
i AT o] T8 Al A &oksaS & e F-9l ol volume pressure

A =7 7] CODA 6TM tail-cuff system using

o

recording S ©] 83§} 1]
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[170]
[171]
[172]

[173]

i
:

VPR(Kent Scientific Corporation, CT, USA)
dof, ] dok 3 H E9be 53] ol
AN E F 1 Fohh )5 G2 S8
U REE RS EHE LR R b
AH Tl A B0l B2 8 AT v s, Ao FoAE A
AN RS QAT A A F (K A iste] 7] 555

<A@ 1: 57 4 SAH v al>

SHR o] 25, - 2= 9] £ (buspirone) 1, YHJ 07159 o]t & iy o =2 27}
FH7] S SAHEAAL, o) o] A= 8] 1 E 3 1EH] 3 104
F 223 & Fo] 772 ‘buspirone’ . E F A8 2, YHI 07159 F-0] 7" ‘new
drug’ = A8 o) ol HERH AT & Fol$9] 1-4 F=2p7HA] = SHR
t) 2ol H¥]&}<] buspirone 513} YHJ 07159 5o 7ol A Al {Fo] Ao ufz}
kA o 2 dglo] STk = FE B oy thEat 3 oF & ] i (buspirone
o]t YHT 07159 F-of ab)oll A of f-2] gF dghatol = gldvh. L2} oF=
Fo] 5 zpol| A= 2ol ¥ 3le] 5 mg/kg/d ©] e s
o} = 5-o] 7% (buspirone F-o1 - & YHJ 07159 §-of 7)ol A 7-2] gt & ¢t 5174 0]
U-E}l 5 Th(controla™: 184.1 + 5.8 mmHg; buspirone 5-¢13: 1 mg=176.8 + 8.4
mmHg, 5mg= 147.4 + 26.8 mmHg, 10mg= 155.5 + 24.9 mmHg; YHJ 07159 5§
Img= 180.6 + 28.5 mmHg, Smg= 163.1 +£ 27.0 mmHg, 10mg= 157.3 + 9.8 mmHg).
wh2}A] buspirone #F YHJ 07159 1 mg/Kg/d2] &=l X = A8t a7 glaL, 5
mg/Kg/d ©]749] algFel = s gojmel= adrt ey, 1 2947t
2 UhepbA) 92 1 18 A ol Wgkel Sal AL, i %] ©3t 150
mmHg 0] 4 B9HE Holme) ) erou) 1ol gel A 9w Wk
Holrg]i= g7k lvkar o A, 53] 229 &9 F 54?1 YH) 07159
o] o] buspirones A 2] ¥ 74 5-oll Bl &l =571 kel st mart vl s
e Ad S FAE 5 AATh

T VR TTT O
x2
[372]
+EI|8 (mean = SD), mmHg p-value
5= F 0ot
o= F0 JI2t 1'week 2"week 3"week 4the week 5" week (versus
control)
SHR Oz 1438 £ 73 1350 £ 69 | 1462 £ 140 | 1558 £ 187 | 1841 + 5.8

Ilmg | 141.1 £ 178 | 13069 £ 94 | 1437 £ 144 | 1510 £ 232 | 1708 = 84 0.083

buspiron | Smg | 1208 + 10.5 | 134.1 + 10.1 | 148.6 + 104 | 1372 £ 26.1 | 1474 £ 268 0.010

10mg | 128.8 £ 33.4 | 143.0 £ 11.2 | 1511 £ 185 | 1369 £ 195 | 1555 + 249 0.013

lmg | 1435 = 114 | 1405 = 11.7 | 1446 £ 87 | 1603 £ 17.1 | 180.6 £ 285 0.758

ncew

drue Smg | 1374 £ 11.5 | 1487 £ 84 | 1482 + 203 | 1563 £ 64 | 163.1 £ 27.0 0.088
t=J

10mg | 1523 £ 21.5 | 1376 £ 17.0 | 1378 £ 13.5 | 1584 + 9.6 1573 £ 9.8 <0.001
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[174]

[175] <34 2: 837 A SH gk v]aw>

[176]  SHR th&=vh, 23] & (buspirone) 5 -, YHJ 07159 F-o & th o = 747}
7] dobs A8, ol o] A= shr] w2 2 3 2(8H7] 3 2004
Y8 Fo] a2 ‘buspirone’ &2 FA| B 2, YHI 07159 5] T ‘new
drug’ 2 FA SR )l HEF AT 247 Dol M = Fol$9] 14 F27HA] =
SHR o} "¢ H] 3} buspirone I} YHJI 07159 5o -l A §-2] ¢ & QtAjo] =
gAATh. L oF R o 5 F Aol M= i atell v 8ol 5 mg/kg/d ©]7 9
31§ 5 buspirone -1 2} YHJ 07159 §-of el A ¢t s & 77 vebwtit)
53] YHJ 07159 oA vl A= dfol aitst 4 ol 535 &1
Y-EL 5 Th(controla™: 111.0 + 28.6 mmHg; YHJ 07159+": 1mg=91.3 + 32.6 mmHg,
p=0.289; 5 mg= 88.3 £ 22.1 mmHg, p=0.088; 10 mg= 82.2 + 30.6 mmHg, p=0.107).

177]  ¥3

[3%3]
&) 22 (mean + Standard Deviation), mmllg p-value
5F=0t
= S0 2|2 "week 2"week 3 week dthe week 5% week (versus
control)

SHR == 1121 £ 66 | 850 £ 184 | 913 £ 309 | 855 £ 192 | 111.0 £ 280

Img | 1063 £ 234 | 894 £ 239 | 832 £ 124 | 69.1 £ 173 864 £ 11.9 0.037
buspiron | Smg 824 146 | 879 £ 210 | 694 =157 | 71.8 £ 265 68.8 £ 132 0.004
10mg | 844 £ 292 | 876318 | 799 £ 173 | 634 £ 188 735 £ 147 0.015

Img | 1026 £239 | 907 £ 287 | 769 £ 127 | 698 £ 247 | 913 £ 326 0.289
Smg | 111.0 £ 105 | 1021 +£ 148 | 976 £ 274 | 758 = 13.6 | 883 £ 221 0.088
10mg | 123.6 £ 16.7 | 961 £ 16.1 | 763 £ 265 | 83.6 £ 21.5 | 822 = 30.6 0.107

[178] 71 Aol 13t Ao 29 A8 Saf 47 F29E 2 F2TE FEAQ
YHJ 071597} -0 ¥]3= A -0l i= =5 7] dtat 47 dek Bl dek=

new
drug

A7 B3 98-S FASYTE S5, YHI 071592 Aok 4
VB Aelshs 490 FAG AER G A F A= AU L

= H = N 1
gl sttt
[179]
[180] <A g d 3: AlutFo] vl w>
[181] 7y E Y Ak E g ste] Hlustglon, oo A=yl =3 %
YA

3(3}7] 3 30 A 23] & Fo] -2 ‘buspirone’ O & FE A 8110 YHI 07159
TS ‘new drug’ 2 A B =)ol HERHSIH. g, ARk 9= of =
A7 5 Bl kel afol = By A ek gk

[182] 3F
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[183]
[184]
[185]

[186]

[187
[188
[189
[190

— e e
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AldE A
(=R

(mean + Standard Deviatiom), beat/min

1"week

wl,
2" week

3"Syeek

4the week

i
5"week

= T [
SHR ==

4547 = 272

402.0 = 49.7

369.2

+

26.5

365.0 = 242

3779 £

38.6

buspiron

lmg

467.3 + 278

390.7 + 48.6

401.3

29.4

369.6 + 241

403.7

37.6

4542 + 281

4182 = 469

383.8

29.7

3495 £ 240

351.1

37.3

10mg

468.6 = 30.2

4156 = 473

360.6

30.3

366.1 £ 235

358.7

37.9

new drug

lmg

446.8 £ 299

4057 + 47.4

362.9

354

3622 + 236

367.3

372

Smg

4549 + 299

401.8 + 47.6

3734

37.9

377.0 + 288

382.4

37.8

406.5 £ 29.7

4085 + 488

363.8

N T T T

29.5

3687 = 294

386.0

W | b | W[ | |

312

10mg

<H3d4q 4 91“’ AN AF A A AFASA T v 2>

SHRe| 5 =¥ ¥ buspirone?} YHJ 07159 5 53+ 5o g+ g elf ol A 1077 <]l
3| A 5} iﬂfg A Ax}, o) 2ol 1] 35}o] buspirone?] 739 5 mg/Kg/d 2 10
mg/Kg/dE F-o] ¢t 25 798k A 574 7F 99 S W (controlr: 221.4 + 8.5 g;
buspirone+”: 1 mg=215.0 £ 11.6 g, p=0.259; 5 mg=211.4 + 6.9 g, p=0.033; 10 mg=
200.0 £ 0.0 g, p=0.001), YHJ 07159¢] 7d-%- 5 mg/Kg/d F 10 mg/Kg/dE F &
39 Frol ek A F kA7 2 A ch(controlit: 221.4 £ 8.5 g; YHI 071597 1 mg=
225.8+8.0 g, p=0.360; S mg=211.4+ 13.8 g, p=0.128; 10 mg=2075+7.6 g,
p:0.0IO)(E 4). el A Al e A e A e S A4
Fol e gl om (i s), AFFAZ AFow Y glow T3
“ﬂﬂfﬂ 5§93 2po] & Lheh A = SATHCE 6). T, 317 4]
¥ 4o - HA3E Fo 7 ‘buspirone’ &2 A S, YHJ 07159 F-o] 2
‘new drug’ 2 A5 2) = 71 A= (Body weight), A “&5F Al (Cardiac weight) 2
A %A 5] 47 (Cardiac weight index)®ll V] x| = &35 A A2 02 Ve Fo|r),

%5
[3£5]

5%
AT
g/Kg

4.58 £ 1.72

p-value
(versus
control)

p-value
(versus
control)

5

S0t
=
1=, g

Bl

ot

NES p-valuc
(versus

conlrol)

OO

og =0l

>

SHR CH== 2214 + 85 1.01 +£ 0.35

2150 £ 11.6
2114 + 6.9

0.259
0.033

0.90 + 0.10
0.90 + 0.55

0.469
0.440
0.690

420 £ 0.29
426 £ 0.24

0.577
0.635

lmg

buspiron Smg

10mg 2000 £ 0.0 0.001 095 £ 0.56 473 £ 0.28 0.830

2258 = 8.0
2114 + 13.8
2075 £ 76

0.360
0.128
0.010

0.95 = 0.07
0.87 + 0.13
0.89 + 0.07

0.692
0.353
0.459

420 £ 0.31
4.11 £ 0.47
4.32 £ 041

= (kg)

0.605
0.504
0.727

Tmg

Smg

10mg

JE

Al Al ) 5 %) 5= A5 Al(g)/ A

(Cardiac weight index) = A

Boamge] Wot 7hat v A &9 A Y

ARk
Z F A

rOV

A}71 YHJ 07159°]
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[191]

[192]

[193]

[194]

W 7] ol 5 ghol ¥l 7] M) Qo ele} wrekate] 11 7AWl 7] S8 4]

1418
o} & THgg AA G F, A5 Yskol EM | 7z

2 A] &) retE A EZEAF
51}l ATP-activated protein kinase(AMPK) 2] <25 M| o)l A 9] ke &

2439 t) 18] 8te] 25 A E o)A western blottmgg o]-gslo] & A3
A 3} ATP-activated protein kinase(AMPK)2| & o] 52|51 55 3 oS

G913 5 AAKEH] =7 B

TA Ko7, Aol Akl 459 o] nh-g-223= &4 3} H phosphorylated
ATP-activated protein kinase(pAMPK) 2] & o] A /g2 o] %] vk, & to] =2

e o] -9 1= pAMPK W& o] 12 0|8} & 7+ A¥ 9l 21} YHT 071599] Fo &

O] ¢H 471 pAMPK @ o] F7FsbH A dgfol Holx = A& Zlstsitt

olelgt A5 F&l F- T E - =A YHI 071599] o8] &5 A oA
ATP-activated protein kinase(AMPK) 2] & o] Z-7}51 | o] & 7] & ¥
ATP-activated protein kinase(AMPK) 7} Al = U] W] EZ =g o}9] tAlof] 285
HA&stA gFo=A ol sttt Al B& Flalar, o= d ¥ o oo
;glzq 7@“9“3}&‘ 7] %l O]ﬂoﬂ LS —/334% 2 YHJ 07159¢] o8 A =2% V]| H o=

”71@1*15—% 5] bt ‘M:_‘Al ool thate] Ard sl R, 2 kg
' 3] 714 AV S el A ol el ZhA =
o] T3t H 53] A i el k=
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(7478 1]

AT

Sh7] [Bh8h4) 1] Az [BhehA) 11 HAI B R0 E fR

H

F71 A= AT AT 6(CoA oF Vo)AMY, Ham AaT1-3 7] 9 6
7} iz 9 7o S H R old o] A, Him A A = AMATHL3 ) E3HE

7)
57V &L= 6 2t el ZAEF 2 g7 7] o] a1,

% 7], sl Zold 7] R HHEAIZFZ2UYA TR o] Fo X =

T O RRE AEE = o] = shibs BASG 1 WA 8(C-Cy) o ¢TI,
A 1 WA 8(C-Cy) ol &A1V, B4 1 WA 8(C-Cp ol ZR U2
2 EAT 1WA 8(C-Co ol &SR DV & o] Fo] A= 7 S & H-F
AEE o] - s} o] o] X FH7] 2 X3 = v X 3

7] Rz Aol AY, s S22 Aol A, = BHAS 1 U1X] 8(C,
-Cy)ol &z 7] o)A, H3= -NHC(O)R?* ] AL}, Ho3= -NRR#©] aL;

A7) R EE RéE Ao AW, B vhAT 1 WA 8(C-Cy ] ¢ 7] o],
[3}sH4] 1-1]

Jrsesca

371 13182 1-1]001 4,

471 X'3= N 1= CHo| aZ,

A7 Y= AFA 3= CH,0 M

A7 ASE A AT 6(CoQ) bV o| A, i HAvt 13 /) £9HE 6
7] 9 7Z}e] Fe|ZolE 7o) A}, = A4 = AbATF1-3 7)) 28
SZE =649 A E 2 g7 ] o)L,

A 7

371 ot 7], S H Eold ] A S HEAF RSV R o] Fo| A=
O Z2HE AEE = o] Fhuis B 1 A 8(C-Cy) el ¢,
B 1 WA 8(C-Co) el LAY, Bh a5 1 WA 8(C-Ce) e SR U7

L B4 1 WA 8(C-Cy) ol EEAITIR LV E o] Fo] X = 7 2 7E
AelE o] - Eu) o] Ake] X3y & X 3F = B X $hE ),
A7) R Aol Ay, i s 2 Al Y Aol A, B ¥ AR 1 WA §(C
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(37

1)

-Cp)8] & 7o) 7}, HEi= -NHC(O)R?©] 7 1}, Ho3= -NR*R#©] aL;

A171 R? B3 R= 0 A, Baas Bhaas 1] 8(Ci-Cy el & 7] ol
Al 1ol oA,

%71 [(3FSHA] 1] Bz (354 1-112 EMH et

8-(4-(1-(¥ 2 W ©-2-) 3] o] 2] -4- ) - &)-8-0} 2} 2 7] 2 [4.5] ¥l] 74 R1-7,9-

t;

8-(4-(1-(4-HE =239 )3 9| 2] Hd-4-) T &)-8-0} A A~ 9] 2 [4.5] | Z+-7,9-T]

L.

8-(4-(1-(1H-¥l £ [d] o] ] T} &-2- ) 3] 7 2] W -4- ) - e )-8-o} A} 2~ ] Z[4.5]
) ZF-7,9-T] 2-;

8-(4-(1-(6-F 2 & 3 2|1 l-4-2) ¥ | 2] | -4-2]) 1 & )-8-0} 2} 2 9] 2 [4.5] ]
ZF-7,9-t] 2-;

8-(4-(1-(6-F B 2 3] gt} 71-3-9) 1] | 2] W -4- ) - & )-8-0} A} 2~ 1) & [4.5] T]
ZF-7,9-t] 2-;

8-(4-(1-4-B 2 2.3 &) 2-) 3] o] 2] -4-)F-&)-8-o} A 2~ 1] 2 [4.5] H| ZF
-7,9-t1

8-(4-(1-A1 & 2 8 A 9] 7 2] I -4- ) T | )-8-0o} 2} 2~ ] 2 [4.5] 6| %F-7,9-T] &,
8-(3-((1-(¥ v e -2-h) 3] o 2] H-4-d) - A 22 2 F)-8-0f A 2~ 9] &2 [4.5]T]
ZF-7,9-t] 2-;

8-B-((1-4-HE =23 )] 9| 2] H-4- )5 A Z 2 F)-8-o} AF 2~ 3] 2[4.5]H]
Z+-7,9-t =,

8-(3-((1-(1H-#l Z[d] o] M| v} ££-2- ) 3] 3| 2] | -4- ) S A L & )-8-of 2 2~
) Z[4.5] 6 7k-7,9-1] &

8-(3-((1-(6-F 2 23] 2l v 4-2) 1] | 2] | 4- )& A Z 2 E)-8-0} 2} 2~ 1
Z[4.51H7F-7,9-T] 2,

8-(3-((1-(6-F B 23] g t}-71-3-9) 3] | &) H-4- ) S A Z & E)-8-0} A} 2 1)
Z[4.51H7F-7,9-T] 2,

8-3-((1-4-H2 R g d-2-) 3 o ¢] H-4- ) S A 2 F)-8-of A} 2~ 7] 2
4,514 %F-7,9-t] =

8-G-((1-A 223 A 3 3| &) H-4- ) S AT 2 F)-g-opAF 2 9] 2 [4.5]H| -7,
9-T] &

(E)-2-(7,9-1] 2 4-8- o}x}%ﬂims t] 7h-8- ) oM E ¢ H| 3] =
O-(1-(F g v ¥ -2-2) 3] o] 2] T -4-2d) =4

(E)-2-(7,9-Y] & A>-8- o}x}ﬂﬂims ] ZE-8- ol A E¢h ] 3] =
O-(1-4-HEZ ¥ )3 o 2] d-4-2) =&AL,

(E)-2-(7,9-T] £ &-8-0} 2} 2 3] 3[4.5 t]Zk-8-)ol A EL ]3] =
O-(1-(1H-M 2 [d] o] v T} &-2-y) 3] o 2] Hd-4-) 245
(E)-2-(7,9-T] & 24-8-0} A} 2~ 51 & [4.5] 6] 7F-8- 2ol | E &b o) 5] =
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O-(1-(6-FZ 23] g v d-4-) T 7 2] ¥ -4- ) &4,
(E)-2-(7,9-T] & 24-8-0} A} 2~ 51 & [4.5] 6] 7F-8- 2ol | E &b o) 5] =
O-(1-(6-F 2 23] 2|t} 71-3-2) 3] 7| 2] H-4-4) SA4];
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