201536760

i (19 R B AR

¥ (12)EARAZTAHA  AD2H%%R : TW 201536760 A

sy (43)AB1B : ¥ HERE 104 (2015) £ 10 A 01 B
(21)¥ 3% £3E 1 103127194 (2)% 38 ¢ ¥ ERE 103 (2014) 4 08 5 08 H
(51)Int. CI. : C07D241/44 (2006.01) C07C229/60 (2006.01)

C07C227/14 (2006.01)
(30)4 2 A © 2013/08/09 B A& 2013-166643
(TDHEHA - KR8 &4 /A5 (B &) SANTEN PHARMACEUTICAL CO., LTD. (JP)
A&

(72)% 83 A : L jk— 35 KUDOU, KAZUHIRO (JP) ; 3% AR NAGATSUKA, MASATO (JP)
(THRIEA * R BREZW
PHERELE £ PHEAGEHEHE 19 BHA#:3 £ 73R

(54) 2 #%
3:3—=—FH/A-34—=—8—1H-ESH—2 —@msA e E s EREUE T e
MANUFACTURING METHOD FOR 3,3-DIMETHYL-3,4-DIHYDRO-1H-QUINOXALINE-2-ONE
DERIVATE AND INTERMEDIATE FOR THE MANUFACTURING METHOD

GChHim&

AERGRE-—FFESNTE LR E33-—F %—3,4-:_a-lH-ﬂf%m?ﬂM-z-Wﬁi%efaﬁ»&%ﬁfé&&
RS ke b m b B -
AEBERGIRE AKX Taebh st Bey sk K1)
o) OR!
R3

X N o)

N
R2

[RD)F  RIGETFTEEF TAARKEZEL TAFRKAZBEARTAARK L2 %
2 ORZGETFAERTF - TEAABRAKLAZRE - BARREFHEEL R ALATF8EF - TEA
BRAKZIEA - BRARKARTHRE X > XGiTredAameERx -] 484 EX02)



201536760

TW 201536760 A

o] OR!
4
X RO
0
|
2

R

(2% RINRZER X X)) Py e imE RYGEAFTTAARALRZ R - TAFRALZ
BRARTAFRREZ S AT HREE - AEHRE » 2F3 R0)

pews

[RG)F ' RIVRZVRY A X AR (DARQ)FHZ EMEF R b DR E B2 F 8 > URER
KO TR A ERR - MFR AT (DA T e R A B a5 oE -
The present invention provides a manufacturing method for 3,3-dimethyl-3,4-dihydro-1H-

quinoxaline-2-one derivate suitable for industrial production, and a intermediate for the manufacturing
method.

The present invention provides a method for manufacturing a compound represented by formula (1) or

a salt thereof,

formuvla (D)

0 OR!
R3
X N 0
N?

[in formula (1), R! represents hydrogen atom, an alkyl group which may have substituents, a cycloalkyl

group which may have substituents or an aryl group which may have substituents, R? represents a hydrogen
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atom, an alkyl group which may have substituents, hydroxyl group or a protecting group of nitrogen atom,
R3 represents a hydrogen atom, an alkyl group which may have substituents, hydroxyl group or a protecting
group of nitrogen atom, X represents hydroxyl group or a leaving group.], which includes: a step of reacting

a compound represented by formula (2) or the salt thereof with a nitrification agent,

o} OR!
X RO
o
N .

[in formula (2), R1, R and X have a same definition as in formula (1), R* represents an alkyl group which
may have substituents, a cycloalkyl group which may have substituents, or an aryl group which may have

substituents], to obtain a compound represented by formula (3) or the salt thereof,

oS

[in formula (3), R1, RZ, R* and X have a same definition as in formula (1) and formula (2)], and a step of
reducing the compound represented by formula (3) or the salt thereof, to obtain the compound represented
by formula (1) or the salt thereof.
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[Ex]

The present invention provides a manufacturing method
for 3,3-dimethyl-3,4-dihydro-1H-quinoxaline-2-one derivate
suitable for industrial production, and a intermediate for the
manufacturing method.

The present invention provides a method for

manufacturing a compound represented by formula (1) or a salt

thereof,

formuvla (1)

o] OR!

N
ILZ
[in formula (1), R' represents hydrogen atom, an alkyl group
which may have substituents, a cycloalkyl group which may
have substituents or an aryl group which may have
substituents, R’ represents a hydrogen atom, an alkyl group
which may have substituents, hydroxyl group or a protecting
group of nitrogen atom, R’ represents a hydrogen atom, an
alkyl group which may have substituents, hydroxyl group or a
protecting group of nitrogen atom, X represents hydroxyl

group or a leaving group.]

, Which includes:

Ly
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a step of reacting a compound represented by formula (2) or

the salt thereof with a nitrification agent,

o OR'
X RO
o]
|
RZ

[in formula (2), R', R® and X have a same definition as in
formula (1), R représents an alkyl group which may have
substituents, a cycloalkyl group which may have substituents,
or an aryl group which may have substituents]

, to obtain a compound represented by formula (3) or the salt

thereof,

o) OR!
4
X No, RQ
o
T
2

R

[in formula (3), R', R?*, R* and X have a same definition as in
formula (1) ahd formula (2)], and

a step of reducing the compound represented by formula (3) or
the salt thereof, to obtain the compound represented by

formula (1) or the salt thereof.
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MANUFACTURING METHOD FOR 3,3-DIMETHYL-3,4-
DIHYDRO-1H-QUINOXALINE-2-ONE DERIVATE AND
INTERMEDIATE FOR THE MANUFACTURING METHOD
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2B -5-(1- - - FREZE)MERESB(6- )RS
£ S-IRE-2-REEEB(4-1)(10.0g > 46.3mmol * THE&

L& )8 2 REEEE (11.62 > 69.5mmol » T & L& )8 B
¥ MARKEE(00mL) = Z % B (26mL - 0.188mol) -
T SOC MM 20 N - RET@ERE - MA 6M B
(20mL) ~ BEBR Z B8 (500mL) ~ /K 300mL)Z X BN - B & #% &
& — 3 DLk (200mL) - & F1 £ 88k (200mL)¥E ¥ %% - LUSE &
RBEEL R RETHEZFBAMAIEEZILEY
(6-1)(13.7g » & 98%) -

(6-1) 2-R -5-(1-#&2 F-1-F & |'H-NMR(400 MHz, DMSO-Ds)

LEVBRERZEETR 8 : 1.42(s, 6H), 6.51 (dd, J =

Os_OH 8.8, 2.9Hz, 1H), 6.87 (d, J =

Br\&o 0 2.9 Hz, 1H), 7.33 (d, J = 8.8
u:/g Hz, 1H), 12.86 (br s, 2H).

[0042] 2-B-5-(1-FEERE-1-FEZE )BREZR
EEBRFEQHHEE

ELEERG I AEIHN 2-BR-5-(1-BE-1-FEZH)
B EZ S & E6-1)(10.8g » 35.8mmol) & B B (7-1)(150mL) |
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NH, NH, N N

(4-1) | (4-2) (6-2) (2-1)
SEE--MEREREPEG-DNYE
7E S-MEE-2-8% B F B (4-1)(2.00g > 9.26 mmol » i
fo & W)k BB (OmLM RS EE T ER T o A B
B (4mL) » 7E40 18 70°C #4818 /NG5 - WIE T M E A > 1
A 4M % 1t 88 7Kk ¥ W (12mL) 2 % » B0 A B B Z B (30mL) -
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K BOmL)IE ZEHY - & H & — 5 UAkG0mL) - 887 & B
KOmMLTEFRR > UEKRBRSEZE  BEBETHEEEEMW
REEEZLEY(4-2)(0.941g > IR 44%) -

| oo 16.63 (dd, T = 8.6, 2.7Hz, 1H),
o 6.95 (d, T = 2.7Hz, 1H), 7.29
. (d, T = 8.6Hz, 1H).

(4-2) 5-FZFE-2- R LB F® | H-NMR(500MHz, DMSO-Ds)
A 6 : 3.80(s; 3H), 5.55 (s, 2H),

2

[0044] 2-B-5-(1-BE-1-BEZE)EERES®
G (6-2) B B 35

EERFEBIN SHEE2REES® T E (4-2)
(0.941g > 4.09mmol) ~ 2- IR ZFEE B (1.03g > 6.17mmol) - B R/
EFEOmLMES T  MA=ZZEEQ.3mL 16.6mmol) »
SOC I 16 INEF - METHEESE > MA M BER
(10mL) - B B8 Z B8 (S0mL) 7k (S0mL)It Y - 46 75 # /6 &
— % LUk (50mL) - #7012 Bk (SOmL)¥E i % » LU K B &8
BESR RAETEEEE > T3 EELEY6-2)
(1.31g » =X 100%) -

(6-2) 2-FR -5-(1-B E-1-F & ['H-NMR (400MHz, DMSO-Ds)
CEVEREEZE TR B E 6 :1.42 (s, 6H), 3.81 (s,3H),

1H).

N N 6.54 (dd, J = 8.8, 3.3 Hz, 1H),

ar&o o 6.88 (d, ] = 3.3Hz, 1H), 7.36
Nj; | (d, J = 8.8Hz, 1H), 12.47 (s,
H
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[0045) 2-B-5-(I-FEERE-I-FEZE)VKELR
EFEBRFEQCLHIHEE 1

ELEREFEIN 22-R-S5-(I-RE-I-FEZE)KEERER
& B B ES (6-2)(0.486g 1.54mmol ) R E K F E (9. TmL)W R &

BEET - MABBEO0.97mL)  RAE 75T H @M 238

B B TEERH > MAEEEZEGOmL) ~ K (G0mL)ik
XN - E—SHEREERKGBOmL) - #H & HEKGOmL)
ek LNEKGBRELCR  BEBETHEZSE - Birie s
MBEYEEYERERBR AN EREM TEEE &
&9 (2-1)(0.256g > ¥ = 50 % ) °
- -5-(1-FEERE-I-FEZE)VREZEETRFEQ-1
8 3E 2
ELBRFBEANS-BE-2-RZETHRFE(4-2) (1.00g
4.35mmol) ~ 2-78 & B E& (1.09g * 6.52mmol) ~ E W B (10mL)
MESYS > MA=ZZEEKQ.ImL 15.2 mmol) » £ 50C
BE20/ 8 REFABYCE  RETHEHEER > MAHF
ECnL)EREBETHEAE -FEINBEEYFMAEKS
B2 (20mL) ~ #BFEEE (2mL) » RSB 70T B # 23 NEF - B
BT®MEABBE% MABEEZEQ0mL) /K (20mL) ¥ ZX BY -
- S BEBBL 01 M & & 8 KE®QOQOmML) ~ K
(20mL) - AR E K QO mL)¥E T & > DIEKRBRELR
BB THEEZABNMAEIZEEALE Y Q-1)(0.971g - KX
68%)
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(2-1) 2-R-5-(1-H & EH E |'H-NMR(400MHz,DMSO-Ds)

1-REZE)VEREZEETRE | 6:1.45 (s, 6H), 3.61 (s, 3H),
B - 3.81 (s, 3H), 6.46 (dd, J =
8.8, 2.9Hz, 1H), 6.51 (s, 1H),

O 0]
Br&é o 6.85 (d, ] = 2.9Hz, 1H), 7.37
NL | (d, J = 8.8Hz, 1H),
H

[0046) [E H& Bl 3]
<T-R-8-HEEHRE-33-"FEH-34-" & -1H-8 =ik -2-F
(I-DHW & E >

0O
H
N2
H

(2 1) (3— 1) (1-1)

(00471 6-®R-3-(I-FEERE-1-FEZE)EEE-2-
MELZEERFEG-DNEE

RERS 1 X 2E8FH 2-R-S5-(1-FEEHRE-1-FE
CEVEERZEETHRFE(2-1)(2.1927 6.63 mmol) ¥ = & B &
A7TSmLEEHER > B S0CER - MABEH
(0.567g > 6.67mmol)* MNEMH 17 M - BB TEHEBEHE -
A 7K (20mL)~ 4M & & 1k $% 7K ¥ ¥ (6mL) ~ B B2 Z B8 (30mL)
WERN - -E—FSEEHRE R KQOmL) - 88 & B 7k (20mL)
REER - UEARRELZRE  BRETHEESBRMARR
BE(6.6mL) - MINEREITCE® > ﬁ%()ﬁﬂl% SLUER
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BEGQ3mL)EBRUEERMEIFREZIMLED(3-1)(0.983g° I

2 40%) -

(3-1) 6-&] -3-(1-H & & K
H-1-FEZE)EE-2-18
EZEERFE

'H-NMR (400MHz, DMSO-Ds)
§:1.61 (s, 6H), 3.70 (s, 3H),
3.86 (s, 3H), 6.70 (d, J = 9.3Hz,
1H), 7.76 (d, ] = 9.3Hz, 1H),
8.01 (s, 1H).

[0048) 7-R-8-F & HEHE-33-Z R HE-34-Z %

-1H-H Bk -2-F1 (1- DB H &

ELRBIEN -RI-(I-FEERE-1-FEZE)BE
2-BEZEEFBF E (3-1)(0.702g » 1.87 mmol) - H B
(4.3mL) EEBR 4. 3mL)NEBEESBRT > RKk®w THMA&EB R
(0.319g > 5.7lmmol) > EW FE# 18 /NK - HEB T 8@ KB

Bl - 0 A BB Z B (TmL)

B3N BEAYEREL

(Celite®)BREFEBY - BB BB A BT HZE RS LK -
BEBZEG D) CnL)ERR ZRMEAFTE LA

(0.472g > W& 81%) -
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(1-1) 7-8 -8-F & & B & |'H.NMR (400MHz, DMSO-Ds)
-3,3-Z FH E -3,4-= &, -1H-
B I Wk - 2- B

6 :1.22 (s, 6H)384(s 3H)
6.46 (s, 1H), 672 (d, J=

Ox O
o | N 8.4Hz, 1H), 7.07 (d, J =
Nﬁ 8.4Hz, 1H), 10.09 (s, 1H).

(00491 [E HE 61 4]

<23-ZEEFREETBRFEO-DHAEE >
| |

0.0 0.0
NH, NH,
- o
(Z-1) (9-1)
23 HEREERTFREO-DIRE
ELBEIWEREER P EZ-1)(500mg > 2.78
mmol > HMEhLEYW )P M AEEE (10mL) » & 50C iM%
MASE#EKRR(1.67g 25.5mmol) " BR300 - BREKIK
BOMEBEWRE BRETHEEARE EHINBE S
A B B Z B8 (15mL) R 86 RO B B & 80 K (15mL) 3t Y - 18
8 LUK (15mL) K 66 F & B8 /K (15mL) B9 IE FE %608 » LU 4
KHBEERE  RETHEEEE > S3EELEYO-1)
(391mg > W ZFK 94%) -
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(9-1) 2,3-" % B F B |'H-NMR(400MHz, CDCls) 6 :
5 B 3.87 (s, 3H), 4.54 (br s, 4H),
o. & | 6.60 (dd, J = 8.2, 7.4Hz, 1H),
ES[NHZ 6.85 (dd, ] = 7.4, 1.5Hz, 1H),

NH, ~ |7.47 (dd, T = 8.2, 1.5Hz, 1H).

[0050] [E GBI 5]
<S-BHEEREIIZHFE-34-ZH-1H-BEZWH-2-F (8-1)
B & & >

I
0

(9-1) (8-1)
S-FEEBE I ZHE-3,4-ZF-1H-BE S W -2-86 (8-1)8y

BE 1

EERE 4 AEIMN 23-“KEXEEBFEQO-1
(151mg > 0.903mmol) &% 2-EEX B Z B8 (3.0mL » 20.4mmol)RY
BEWFMAZZEK (188 L 1.35mmol) » ¥ 100C %
BOXK- - RREBKS » MABEERZBE (S mL)RK(15nL)
LEN - BEBBURMAE®E KOS mL)EF - UEAKR
BELREE BETHERE  KEINEREVEBLBDEE
ERBWANMERE  BIEELSWG-1) (82.5mg K
K 39%) -
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(8-1) 8-H K E K E-3,3-= |'"H-NMR (500MHz, CDCls) & :
FE-34-Z G -IH-B B 1 41 (s, 6H), 3.82 (br s, 1H),

-2-HR 3.91 (s, 3H), 6.83 (dd, ] =

0 b 7.8, 1.5Hz, 1H), 6.88 (t, J =
H
&Nﬁ 7.8Hz, 1H), 7.46 (dd, J = 7.8,
N | 1.5Hz, 1H). '
[0051)
y |
0. .0 Hoj,><ar o oH
% :NHZ O Nﬁ
NH, ”
(9-1) (8-1)

B-HEEHRE-33-ZHE-34-ZF-1H-% Eik-2-F (8-1)19
BlE 2

EEES 4 BEHN 23-“KELREET®H T EO-1)
(100mg- 0.602mmol)~ I-NEE(GS.OmL) K 2- R B EEEE(111mg °
0.662mmoD M B & & » MM A=2Z & & (126 0 L >
0.903mmol) » & S0C F#E#H 5 /I - BREBRKS > WE
THERE  ERINBYEYWTMAEEEZBE (10mL) K& K
(I0mL)WZH - K AERELBME B KQ0mL)BE S > DUE
KMBRELRE  BRETHEZAE - BEINBEYUY
REEREEBENONERHE  SEEEZLEW G-
(88.7mg * # K 63%) -
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(8-1) 8-EH & E #& & -3,3-= ['H-NMR (500MHz, CDCls)
FHE-34-Z G -1H- B S | 5. 1.41 (s, 6H), 3.82 (br s,
-2-H 1H), 3.91 (s, 3H), 6.83 (dd; J
= 7.8, 1.5Hz, 1H), 6.88 (t, ] =

00
H

E?;Eﬁji? 7.8Hz, 1H), 7.46 (dd, J = 7.8,
N o 1.5Hz, 1H).

[0052] [E 1 61 6]
<T-BR-SHEERE-I3I-ZFE-34-Z&-1H-B BH-2-F
(1-DHY HE >

| |
(ONge) o Nge)
H H
&Nﬁ Br\&Nﬁ
—_—
N N
H H

(8-1) (1-1)
7T-R-8-BEERE-33-ZFE-3,4-Z&-1H-1E S -2-F
(I-HEEE 1

FEERE SEIN-FEERE-3I-ZHE-3,4-21
-1H- & FE 0 -2-FF (8-1)(50.2mg » 0.213 mmol)H - f0 A & /K
N.N-Z B & F BB QmL) R N-J® T — B 52 % (37.9mg >
0.213mmol) ' EEW F B 3098 - K E®RT M ABER
Z B8 (10mL) K& 7K (10mL) ¥z X HX - % & % /& LA 68 A1 & B K
(10mL)¥%EP » UB|AREBSETRE  HETHEER - &
BEMNBEYUYERBERBI ST ERET S 2 RE L
EW(1-1)(26.7Tmg » W ZFE 40%) -
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(1-1) 7-7& -8-BH & & #i &
-3,3-Z B # -3,4-— & -1H-
WE I bk -2 -

|
00
H
Br\&N:EO
N
H

'H-NMR (400MHz, DMSO-Ds)
5 :1.22 (s, 6H), 3.84 (s, 3H),
6.46 (s, 1H), 6.72 (d, ]
8.4Hz,

1H), 7.07 (d, 1]

8.4Hz, 1H), 10.09 (s, 1H).

[0053]

T-R--FERERE-33-ZHHE-34-ZF

- H- T TR -2 (1-1) B9 8Y 3% 2

EEWH SBEN - FEERE33-ZHHE 3425
-1H-TE S0 -2-Fd (8-1)(50mg> 0.213 mmol)d » A A £ 7k N,N-
CEE B CQnL) R 0C TR A& A 2,4,4,6-M08-2,5-
BT RE(87.3mg > 0.213mmol) » EIB T 1 NE - 7
IFE R A B B8 Z BE (10mL) & 7k (10mL) 3t % BY - 975 #%

& LLe F1 ' B /K (10 mL) ¥k ¥

 UIEKMBRELZRE  RE

THEBER  KEINBEYUREBBERBRN O ERE

H BEEELEYA-1)0.

Tmg > W HEK 46%) -

(1-1) 7- R -3-B K HEH H
3,3-Z F & -3,4-= & -1H-
B 1S I - 2 - i

I
OO
H
. o
H

'H-NMR (400MHz, DMSO-Ds)
§ 1 1.22 (s, 6H), 3.84 (s, 3H),
6.46 (s, 1H),
8.4Hz,

6.72 (d, J

1H), 7.07 (d,

8.4Hz, 1H), 10.09 (s, 1H).

] =
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(% e Fl A TaEH]

[0054) fREBAR  BREAFENTHBLE
Q) BRUBRELRBUE BN A T L ETHERM
BELEVORLEWD) - X ELED@WHRLE D OG)
B (5) R FE - BTN A A A6 & 90 (5)BR () A0 b 3 % A B (58 )
Ewiﬁ5%@5@%’ﬂ$@%mé%w@mw¢%ﬁ
E i B T LA R BT LR R B AT 43 4T o AT O
BB TUERERBELENQEES LB X B
EROLEMOEENZIALET0) UE2E 34 EBSER
7 L8 E

X FEREWOBLEWG)RKIE > & LE A
WETERZLEYE) Rt EXNBBLEW®N T
BABEBEE  U2F 2ESERTUSIENZKET )
(BBE3IH) -

HEWETHARESAUNENRBRERER
BGOGREARAERY 1234 HDEEEHRFEYRLD
RIS - A BEEYETEABREAZEERT
Z 94kDa 9 B £ B (Raigando)E ML M N & % A &1 K
FoABERF ERESHABEHEER BEIX- - BXL -
BUHEFAEEMERSNAESEFE BCREER  BH
MER TESMEXER LOEXER BAFH
(Homeostasis) M ER - BENEENHERBEHEREE
ST 1) -

AR EAUNEE AN IR I BEERESE
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I —BUAMWFAARZLEWREBZIRET &
2 (1)

R?
(XF  RFERAGEF  TEAFMAREZRKE - T
EENREZEREERTREENAREZTE "R AR
TERF TERANREICKRE  BERARFHR
EE O RRBERTEETF TEANREZKRE - BE
AR THREE XBERTIBERREE]

R ETEREESWTHER

52 = (2)

0 OR!

RO

N
|
R2

[(XQ)F RREXFEKXMFHERMER  RFEE
AARENNREZRE  THEAFNREZBRIKERT
ERRAREZHEE]

FIMB L E YR ESE - Eg kAR E -
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m & X (3)
(o) OR!
' 4
X No, RQ
o)
|
R2

(R G)FRCRCREXBER(DER QT B EE M
zN

FTAHLeYREB IS E U
BEATRGF RO LS RELE - 748 38R )
MR e REB S B -

MEFEMGES  EALWNE % RERE
5 = (6)

0 OR!

X HO

N

R
[X@EF R -REXFERX(DFHEEMEF]
Frm e EE - i

R‘OH (7N

[XMNF "RFEXQFHERMER ]
EFBNEFEETRE  REMAXQAFATNLEYHE
B R & BR -



201536760

326208

3.

MEEERGES 2 EFAMRE AR L0 A
2 (6)F > RMFHET -
MEBEAGES QR 3 EFAORNESE > HEA
=

B 2 (4)

o) OR!

NH

R2

[XDHOF  RREXFREX(MFHERMER - ]
i e HE -
2 (5)

OH

[ ()F > Y RERBE #EE]

FimE e REEKE - W2 AT R (6)FT R AL
SYMREBZT R -

MEFBENEBRS | EfAWRETAE EEEBE
{5 =\ (4)
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R2

[(X®F R -REXFEXN(PHEHEMEMA]

SN SR =7/
4 (5)°

OR*

[RGyH  RBREXQOFHERMER Y RERTRRE
B A ]

IR EYREBRE  MEEAEXQFREKL
EYMREB IR -
—BUANOA RS REE ZHE T & -

7 (2)

R2

(HOFRFERTEEF TEENREZKE - T
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BREFTEET T EFRNRELKE BEXART
MREEZ R BRETFITEEDNREZRE - TEAN
REZBHAKERTEAEANREZLTFE XFRTIEERK

R HE
SHETERBEBEUOUTHRE
5 = (6)

0 OR!

HO

N

RZ

(X@F R R R XFREXQFPHERMERA]
It e HE - i

R*OH (7)

[X(DF » RFREX Q)P ERMER]
EBRNTFETRE  MEIETERXQF RS R
HENTEK -
MHFEMNEESE 6 ERANHEER & Hd > gl
HO)F  RIEFEEERF -
MEFEMNEESE e 7T HAMAMBEELTE  HESR
Tl

{5 20 (4)
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0] OR!

NH

R2
[XM)F R-REXFREXQQDFHWERMER]
IR EREER - &
2 (5)

OH

[XO)F - YRERIRERRBEE]

IR EYREBREMSEATAEXNGF "B LE
MR EE TR -
—EBUAXNQOFTHCEYREBZHE T &

7 (2)

0) OR'

4
X R*O

N

R2
[P RFERFEEF WEAMAREZRE - 7
EENREZREERTEADNAREZTE RTER
AERT TWEARNARECKRE - BERAERTFHOR
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BE RFEERATEENAREZIKRE  TEREEANRE
LBREERTEANREZFE XFARRZE MR BE

=]
ZHERFERES
& = (4)

o) OR!

NH

R2

[(X@)F R REXFEKXQ)FERMER]
IRt e HE - &
2 (5)’

OR*

XSy RTFEXQOFHERMER Y BRRTEE

B B ]
I EYREERE - & E TR QR KL

EYMREBZS R -

10, ~BUANNCQFRZALEDHEE -
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11.

12.

4
X , R'Q

N

R (2)

AP R RERERT  TEENAEZEE -
EADNREZBRERTEANAREZEE > R* K%
TEEF TEEABRAEZKE BRERAETHRE
EE O R REATEANREZEE TEERARL
CBEERTEANAREZSE X AERRERRE
£

MEFEAEES ORISR EE Kb
MR QFF RS MR LB 2-8-5-(1-F & % B
E-FEZE)GEZEER T -
—BUROFTULEYRESR

b

o) OR!

N

R? (6)

ROF R BFRFEEF WEENAREZRE T
EEMARECEKERTEENAREZFTE R FER

8
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13.

14.

TEREF UEFNAREZRE  BERAKR THLK
EEOXBREFEENREE -

MERFEMNGES DEAANALEYREE > &
ALK (OFF RS REE REEH 2-|R-5- (1-
AE-V-FEZE)VEEZXETR K 2-R-5-(1-&RE-1-
FREZEBEREETRFEAMARZEME -

—BURX(F R htEWHEBCHETE
= (1)
o] OR!
R3
X N o)

RZ

(RXDF " RFEERTEEF TEENREZILRE - 7
EENAEZBRERTEENREZTE "R FAEX
TERERF TEREADNREZKE  BERARTHR
EE RRERFIEREF TEFNAREZRE - BE
RARTHREE  XFRREBEREE]
RHRELTEREBS

7 20 (8)
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15.

16.

(X (8)F » R' RP K ROFEER ()R HEHAEE]
FiRm e mREEE B X (X RERK (1) E % 1
A1
BAZSE -
M FEAGES WEFLNRESE - Ed o B
HXBAZSE  FEHEHEIRGOFARNLEDR
HE - EEEHA B 13-TR-SS-ZHEZANER
NS TS - NRT @S- =i T 8% -
SHMFEREBGERRER 2,4,4,6-198-2,5- B2 = /& M
BT B 2 B A i 68 {L B X ME R HE AT
MEFEAGES AR ISEFMLWNEFE K68

fg :
5 = (9)
o} OR'
N
\R3
TH
R2

XO)F - R-RERFREXGOFHERMER)
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17.

FirBI e HE - &
2 (5)”

o)

ORS

[RG)'H REEFEEF TEENREZRE -
MEENREVBRERTEEANREZFE YHRE
PR B )

FIRM S REBRE 752 adX @R
CLEVREBLISE -
—BLUROFTHAEYREBINESRE

= (8)

RZ

(R@)F  REFEEXTRERF  TWEENAREZRE - A
EEMARECERERTEENAREZTFHE R AR
rEERF T EERNREZIKE - BERAR FHR
EE ORAEARTERF TEEFHNREZKRE  RE
AR TR REE]

ZREAERESWT TR

{5 = (9)
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[HXOF " RRERFREXQ)FHEHZHEA]
iR EREE - &
2 (5)”

o)

ORS

(X’ RBERTEEF  TEANAREZLEE
MEAFNRECRRERNTEAFMAEZCFE YHEE
- Y
iAW EERE - T4 2 80t X 8)FF ~ 81k
BEYREBE TR -

B —BUAGF TN EEYREE -

o) OR!

R (8)

A@®OF REFRTEERTF  TEENAREZRE - 7
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EEMARECEREXNTEENREZFE 'RPAER
TERERF THEERREZCKE BEXRAERETFHR
HE REXRTEQEF TEARNAREZLRE  BE
HARTFRREE

19 MEFEMEESE ISEFAANASYRERE > X5
AKX R EREER S-FREHRE-3,3-
HE-3,4-Z 9 -1H-%& S -2-F -
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