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7% 1

3,5-toprn-6-(H v E)-1,2,4-E 2] o}

3,5-t]opr] =-6-(1,1-t] Al d el &)-1,2,4-E&] ozl

5(3)-o}) :=-6-(1, I-t]H d ol ®)-2,3(2,5)-t] gl o] = 2-3(5)-0) W] .e-2-W & -1, 2, 4-E g o} 3
3,5-Hoprn-6-(EadrE)-1,2, 4-E]okxl;

3,5-t ol e-6-(1-A| S 2 A E-1-d v e )-1,2 4-E ] o} 7

3,5-t]obr| ke—6-[1-(6-H| S A Lz &) v ) -1, 2, 4-E 2] o} ;
3,5-tlobr]e-6-(1-Z 28 H8)-1,2 4-E]o}xl;

3,5-tobn|-6-(1-0] &2 2 A-1-vd v e)-1,2,4-E&] o}zl

3,5-tolue-6-[1,1 M| A-(4-Z2 23 d)mE]-1,2,4-Edo}%;

3,5-topr| -6-(9-21E)-1,2,4-Eg]o}3;

3,5-Tob e6-{1-(4-F 2 27 5 A)-1-v &} F-1,2, 4-E o}

5(3)-oH] e-6-{1-[1-(4-S 2 ZHA) JAN S 2L }-2,3(2,5)-t] 8l o] =2-3(5)-0] W] :e-2-W| &l -1,2, 4-E 2] o} 7] ;
3,5-totr]=-6-[1-(4-2 22 d)-1-AE24E]-1,2,4-E g o}3;

3,5-Hopu e-6-[1-(4-F 22 d)-1-AF2AH]-1,2,4-E&] o}
3,5-Hobre-6-[1-(4- 2R ZHAE)-1-A = FE]-1,2,4-E]o};
3,5-tolH]e-6-[1-(4-ZZ2HAD)-1-ANF2 22 ]-1,2,4-Eo}3;

3,5-tob] =-6-(3,5-H| A EY ZF Q. 2rdHd)-1,2,4-Ego}xl; 22

3,5-tlo}n] :-6-[2-(3,4,5-EF F R EE ) ]-1,2,4-Egolr oz FAH FolH Hade 33E.
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o] 7lolA, AR GAAEY AFA = USE2EAY, 18 EEEREAY, odF 9, 2,3+, 2,60 1
2o 3,5-tERE, g3 2,3,5-EFFER; HERVY 714, 2-HE2R 83 3-HEY; EEFeadE-
Ad 71y, f-EgEFeaddE oF W, 3,5-EEFeavdE; (MDolSA-AHYd 71, f(H)dEA] 1
I EF(a)elsA-Ed & % , 4,5 OHIEA], 3,4,5-EHFA]; EFLZ(H)olsA-dHd M, t(&F
2(DASAD-AE dE E¥, 2-ZFL2(DAFA, 4-EFL2()AFA 2 2 4-TNEFLEZ()AE
Aol Eghe ),

spskal(1)9] 3gEo] Egoldel A9, ¥ AdAE A AY Ee X FA RIS 7H4 S
A ﬂ% w,o(Wheler)eh e a7 ), ZFerd 7] Ay, ZFoRM)AE, o
-CH,CF37} &4 3s}c).
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seA(D (ol AE AEgH oz Xy Hdr))e o 3 B e A AFAQA de= o gk
3,5-H] o} =-6-(3,4, 5-E W HA 71 )-1,2,4-E 2] o}l [CEN-095]

3,5-Hotm m-6-(2-B = Ko d)-1,2,4-E 2] o}zl [CEN-068]

3,6-t] o m-6-(3-B R A H)-1,2,4-E&] o}l [CEN-069]

3,5-to}] -6-(3,5-H| A Eg EF e 2 e d)-1,2,4-Eg|o}x [CEN-092]
3,5-HopH| =-6-(2,6-t] 222 Hd)-1,2,4-EZ| o} [CEN-104]

3,5-to}n] =-6-(3,4-t S A 7 d)-1,2,4-E] e}l [CEN-115]

3,5-tobm -6-(2-B = 1o d)-1,2,4-E 2] o}zl [CEN-068]

3,6-t] o m-6-(3-B R A H)-1,2,4-E&] o}l [CEN-069]

3,5-tobH] -6-(2-E ] EF 2 2| S A #Hd)-1,2,4-E 2o}zl [CEN-056]

3,5-T o} -6-[3-(1,1,2,2-H ESEF Q 2o HA]) ¥ d]-1,2,4-E2|o}x] [CEN-108]
3,5-tolm =-6-[2-(1,1,2,2-H E}ZF 2 2| 5 A]) ¥ d]-1,2,4-E2]o} [CEN-137]
3,5-Holn| =-6-[2,5-H] 2 (2,2, 2-EB EF L2 EA) A ]-1,2,4-E&] o}zl [CEN-140]
3,5-tobn| m-6-[2-T] ZF . 2W| A d]-1,2,4-Eg|o}x] [CEN-142]

3,5-Holn| e-6-(3-E 2 2-5-EFEF =2 ddd)-1,2,4-E o}zl [CEN-172]

3,5-Hop] =63, 5(R| A-Eg & F 2 21

u

)¥d]-1,2,4-Eg]obxl [CEN-175]
3,5-Holr u-6-(2-F 2 2-3-EZEF 2 dvd)-1,2,4-E& o}zl [CEN-176]
3,5-HobHe—6-[2-F R 2-4-(ME =¥ d)Hd]-1,2 4-E] o} [CEN-179]
3,5-1o}m =-6-(2,4,6-Eg| o] 2 Z 2 A d)-1,2,4-E 2o} [CEN-180]

3,5-t] o} -6-(4-tert FE I H)-1,2,4-E2]opx] [CEN-181]

3,5-t] ol e-6-(4-n- - #Hd)-1,2,4-E g o}x] [CEN-183]

3,5-Hopr| =-6-(3,5-T]-tert-F-E#Hd)-1,2,4-E2|o}x] [CEN-187]

3,5-Hopr =-6-(3,5-t Ml EAHd)-1,2,4-E 2] o}x] [CEN-192]

3,5-Holn| :=-6-[3,5-H] 2 (2,2, 2-E EF L2 EA) AL ]-1,2,4-E o}zl [CEN-193]

3,5-tolH| x=~6-(3-F 22 -2~

mlm

2-5-EfZFzvEdd)-1,2,4-Eg] o} [CEN-197]
3,5-t]o}n]=-6-[2,5-H| = (E ZF o 20 e) | d]-1,2,4-E g o}x [CEN-198]
3,5-Hopre-6-(2-E 2 2-3-EgEF 2 ddd)-1,2,4-E] o}zl [CEN-199]
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3,5-Hotm m-6-(5-E R R-2-EgZF e 2" d)-1,2,4-Eo}x] [CEN-200]
3,5-0o}m =-6-(2,3,4-E8| Z2F 2 239 d)-1,2,4-Eg] o} [CEN-206]
3,5-tolH]e-6-(2-F 2 2-4,5-T1FF 2 23d)-1,2,4-E&]o}zl [CEN-207]
3,5-0)o}m =-6-(2,3,4,5-HEHZF 2 2 d)-1,2,4-Eg o} [CEN-208]
3,5-H o e-6-(2,3-HE22-6-EEF o2 e d)-1,2 4-Eg] o}zl [CEN209]
[3,5-T]o}r| =-6-(2,3,4,5,6-AEFEF 2 23 d)-1,2,4-E2] o7l [CEN-212]
3,5-toln =-6-(2,3,6-ET|F 225 d)-1,2,4-E&]o}x [CEN-214]

5(3)-ol%=-6-(2,3,5-Eg| 222 9d)-2,3(2,5)-t 80| =2-3(5)-0] 1] =-2-(2,2-T] ZF 9 2| & )-1,2 4-EF]
o}7 [CEN-085]

5(3)-on =-6-(2,3, -t EF225d)-2,3(2,5)-H 80| =2-3(5)-0|n =-2-(2,2,2-Eg ZEF 2 d)-1,2 4-E
2lo}# [CEN-067]

5(3)-o}] =-6-(2,3, -t = 2Hd)-2,3(2,5)-t]slo]| =2 -3(5)-0] 1] .=-2-(2-0]| A X R ZA] ) &l-1,2 4-Eglo}x]
[CEN-091]

5(3)-otm =—-6-9d-2,3(2,5)-t] gFo] =&-3(5)-o] v \e-2-v| " -1,2 4-Eg|o}7]l gk X [o]E [CEN-051]
5(3)-obn| =-6-(2,5-0F 2 29 d)-2,3(2,5)-tdlo] =2-3(5)-0|n] :=-2-WE&-1,2,4-E&] o}z [CEN-053]
5(3)-obn| =-6-(3,5-0F 2 29 d)-2,3(2,5)-t 3] =2-3(5)-0o|n] :=-2-W & -1,2,4-E&] o}z [CEN-059]
5(3)-otr -6-(2-H & F L = H H A 719 )-2,3(2,5)-Hste] =2-3(5)-°] 7| :=-2-H & -1,2,4-E 2] o} X [CEN-146]]

5(3)-olHx-6-(2-F22-3-EFZTF o 2 udyd)-2,3(2,5)-t] 5| =2-3(5)-0] 0] x=-2-wWE-1,2 4-E g o}zl
[CEN-177]

5(3)-ol-6-(3-F22-2-ZTF 0 Z-5-EZ 2o 2 e d)-2,3(2,5) -] o] = &-3(5)-0]| 1] x=-2-v| & -
1,2,4-E2]o}7 [CEN-202]

5(3)-ot =-6-(2-222-4,5-TEF 2 2-5-9d)-2,3(2,5)-t3to]| =2-3(5) -0 M| .=-2-W[ € -1,2 4~ Eglolzl
[CEN-204]

5(3)-o}m| =~6-9'd-2,3(2,5)-H] &Fo] =2 -3(5)-o| 1] :=-2-ol d-1,2, 4-E o}z [CEN-052]

5(3)-obn| =-6-(2,5-0 22 29d)-2,3(2,5)-tdlo] =2-3(5)-o| ] :=—2-0| &d-1,2 4-E g o} [CEN-054]
5(3)-o}m=-6-(2,3,5-Eg E 2 29d)-2,3(2,5)-t 8Fo] = 2-3(5)-0| 1] 2=-2-o| &-1,2,4-E g o}x  [CEN-055]
5(3)-o}m =-6-(3,5-H =27 d)-2,3(2,5)-t8lo] = 2-3(5)-0] 1| :=—2-0 & -1,2 ,4-E 2] o} [CEN-060]
5(3)-0}] =-6-(2-L} X & )-2 3(2,5)-H] 8ol =& -3(5)-0] W] ;=-2-ol| El-1 2 4-E ] o}7 [CEN-075]

5(3)-0}1 2=-6-(3,4,5-E W EA| #d)-2,3(2,5)-t] 8Fo] = 2-3(5)-0| 1] 2=-2-o| d-1,2,4- E 2] o} [CEN-119]

5(3)-obH] -6-(2-F 2 2-3-E| ZF . 2|9l d)-2,3(2,5)-Hdto] = 2-3(5)-°] 7| -2~ ©-1,2,4-E 2] o}l
[CEN-178]

5(3)-0}1] %=-6-(3,5-H] 2-tert-F-E 3 d)-2,3(2,5)-t] 3fo] =2 -3(5)-0] 1] :=-2-o]| & -1,2, 4-E 2] o} % [CEN-189]

5(3)-0l -6 (3-FRE-2-ZF L 2-5-EYZF L 2HEHY)-2,3(2,5)-H&}o] =2-3(5)-0] 1] 1=-2-0] &l -
1,2,4-E2]o}z [CEN-203]

5(3)-olH e-6-(2-F 2 2-4,5-TFF 2 2-5-79)-2,3(2,5)-t] }o] =2-3(5)-0] 1] \=-2-0| & -1,2,4-E 2] o}3]
[CEN-205]

5(3)-o}u %=-6-(3,4,5-EFHEAHH)-2,3(2,5)-t] dto] =2-3(5)-0|n] =-2-H| El-1,2 4-E 2] o} 2 [CEN-101]

5(3)-ob %=-6-[3,5-(H 2-Eg &F o2 d) A d]-2,3(2,5)-H 8t =2-3(5)-0]¥| :=-2-v & 1,2, 4-E g o}
[CEN-099]
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5(3)-ola|-6-(3-FEE-2-ZF 0 2-5-EZF 2 2 g7 d)-2,3(2,5)-1] 5fo] = 2-3(5)-0| 1] ;=-2-
(2,2,3,3-HEZGZZ oz 2H)-1,2 4-E o} [CEN-210]
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6-(1-U=")-1,2,4-E&)o}z1-3,5-Tt]o}¥l [CEN-072]

3,5-t]obr| :e-6-(2-1} 2 E)-1,2 4-E 2|0}z [CEN-073]

3,5~ o) ke-6-[2-(6-H 2 E 2 E)-1,2,4-Eg o} [CEN-096]
3,5-tob =-6-[1-(5,6,7,8-EH| Eg}ato]| =21} 328 )-1,2, 4-E gl opx] [CEN-094]
3,5-tob -6 [2-(3-H A} ZE)-1,2,4-E] o}zl [CEN-139]
3,5~ o] .e-6-[1-(2-o Z A} 2E)-1,2,4-E& o}z [CEN-110]
3,5-t]obr] 2e-6-[2-(3-o| ZA 28 )-1,2,4-E 2] o}z [CEN-141]
3,5-tobm -6-[2-(3, 7-HHI H A YZE)-1,2,4-E&] o}z [CEN-143]
3,5-t]obm e-6-[2-(1, 4~ S A YZE)-1,2,4-E&] o}z [CEN-151]
3,5-Hob e-6-[1-(2,5-T] Wl EA G2 ")-1,2,4-E 2] o}zl [CEN-156]
3,5-t b -6-[1-(2,5- I HA Y= E)-1,2,4-Eg] o}z [CEN-157]

3,5-tobu -6-[1-(2,5- I ZA Y2 E)-1,2,4-Eg] o}z [CEN-158]

5(3)-o}H =—6-(1-12E)-2,3(2,5)-T]8lo] =&-3(5)-0]v] :x—2-0| €l-1, 2, 4-E & o} % [CEN-077]
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3,5-to}n| =—6-[5-(2,2-T| ZEF o 2l x| 2 A7) ]-1,2,4-Ego}x [CEN-117]

3,5-Hopn -6-[4-(2,2-HZF e 22L& 4 2)]-1,2,4-Eg o}zl [CEN-070]
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3,5-to}r]1=-6-(3, 4~ B AT S #d )-1,2,4-E 2] o}z [CEN-103]
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3,5-T]ob w—6-[3-(2,5 TR 20| d)]-1,2,4-Ee]o}d [CEN-071]
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[0206] 5-tolu =-6-(tald e )-1,2,4-Eg]o}x [R3=H, R4=R5=Ph [CEN-130]
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[0219] 3,5-tolu -6-[1-4-S 229 )-1-A1 2 ]-1,2,4-E2]o}7 [CEN-148]

[0220] 3,5-Holr| ke-6-[1-(4-S 22 d)-1-A| S22 |-1,2,4—EF o}l [CEN-145]
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Cl Ci
— Cl Ci
S A ci
e e
. ”
h,, ()
Me l\lfle
BEoabm o w3k EP-A-0372934004 AAE FAHE o]&3sle] FnjE A o) AHEE Ay o] 3EA(1)9
A A Feude] &5 L3},

st (D) e F71 AEud 2 F2R 3eES g (1) 9] Elopde tial] AridA =old nie} o], uek
3 ATg]E 7}A| 31, R1, R20)A x]gHt},

sSSP (1)) Mool Af AEe] WatE wolFE Fh BgEe s/ Wl 8 FulE & Je B
o ola Ay AL
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on

££4dl 10-1600636

2 Me
~ ‘ N\\N
O | Ny omMe” HN N/)\NH

[0243]
[0244] st7] A )l o3 Exld & e el o AdEEAU:
cl
N N
O X ROAAN
= -
cl HN" N NH, HN" "N~ "NH,
CF,
() . .
o N o N
[ | LA
H,N N/)\NH HN™ 'N" "NH,
[0245]
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10-1600636

£ol

MHr
ulo

[0246]

Me—N_

Cl

Cl

[0247]

sheta (Do) 3t

[0248]

u/ Se)|
"
ol

3

o] 2]
)

o
il
ol
"

-
=
1

=]
=

%
el

N
)

2743 &ool gl

= AR oo
T

B
w0l

[0249]

81514(1)9)

[0250]

23|

A

=
.

AA 2

T2 7E &9

=t}
=

(cis) B #+x(1)9 3ae

ERAES

(trans)

T AEdl, ol BF

A&

=
.

& Al (polymorphs) 2

3] No. 4,649,1390 7WAE Aol o& 3HHA(1) <]

E
=

71 A5 1S

[0251]

7 3gES BP0 021 121 Aol 7RAIE Wel <]

E
il

EERIE

[0252]

F el A

g A4

L
i

[e)

o

Eins

3}

KO

il

[0253]

o
N

81514 (1) 9]

[0254]

olo

A A sted

=
=

Al71aL, &l

Ble] B9l sk
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10-1600636

5

uir
Hr
ulo

e s,

=1
=

, i 91

o

1

sfel shstal(1)e] 8

in vivooll A Zefol] o

=3

<

=

=

G,
=

i EEE!
ok

i

5 <

p

A Ee A

= g7t
29
- od

o

Aot

A=}

=

foid
=

A

=
.

= ole] gujs)
shaka (1)) shat
el

F7h 2w,

a-

[0255]
[0256]
[0257]

i

H| 7 T (parenterally) & Fol® 4 gl=d, <

_
=

A
10}, Z1eju,

gl

1
22

3

A
A Rz A

%=

L

Ok 3]
==

A

B

°]
=

[0258]

A FA7E ek s,

&

oL

R

[0259]

.
=

(draught) o2 A

=]
Rl

= ARl 13

o

)

H

ol

A

=
.

.3 A}

AL
s oy

AN ot

i

= AL ke

zH feid

=
g

[0260]
[0261]

i

=
;0.#

[0262]

)A
w
=

b
o

23|

[0263]

X0

)

T

=1
=

3}

== 0l
K|

A, HEA, &

EaS

=]

I; 18jar

o
FFA

p

e Iy

UYE&

E

7]dle]

1

e}
=

e

< ARAAL A E

E9 2
A

)
=)

e

< Al Aol= 83

=
=

] =, o

0
i

]

o
=

shAl b 2

~~

10°

A= o]
==

&

3] No.

=
=

IN

1

]
iy

-1
=

o shet (Do) 3
3

&7

L

L

AlAL] ol

W

|
S|

AHA o]

ok
EEICES

=1
=

A

' A4
e 9

E

ge ERFAA 1}

=

4,649,139 A AlFEt}.
ul

[0264]
mg WA 250 mg7}
=

[0265]
[0266]

®°

=t}
=

Zoltt.

A
L

o}

o]

o] gujslE w= o7 A

[e)

[0267]

i
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[0268]

[0269]

[0270]

[0271]

[0272]

[0273]

[0274]
[0275]

[0276]

[0277]
[0278]

[0279]

[0280]

[0281]

geA(1)9 FFES B4 4d 0.01 mg/kg WA 20 mg/kg, HFEASHAE 0.1 WA 5.0 mg/kge] oFFo=z HF

GuEns 2o TxrAez §A HHE gD W #AR HFEe ATelN FHe) LA
(DS FFRE ol g Fad B4 BAE o84 @k e, gyson Agets] e 44
@ HAE B4 e ARk dl,

B AEo] o] g5= shstA(D) 9] A4l stgta B 7] sgteS THlshs W shrlolA Badn. o] W
= o7l dEE F7HAR e A XAl EE ZoloER fAF SES FHlsES 24E k=

it

sh7] HAA BE 82 Tolrt.

3,5-Ho}n =-6-0}F-1,2,4-E 17 F3E - AA [1]

Ar— COQH _— Ar—COCI
1 2

NH  2.CHSOH

Ar—COCN + H,N m/ NH, N
3 4
Ar_ _N_ ANy
I o — Tl
HN" “NH, HN" "N~ "NH,
5 6

3. 4-OHEAUZRY Alojyol= (3; Ar = 3, 4-THIEAHY) [HAA A]

3. 4-tu|EAM Y F22}o]=[AcrosOrganics] (14.05g; 0.070mol), AX =

EYUEH (8.0cm3), T8 [ Alofrpol= (8.5; 0.095mol) ¥ Agto] E(Celi 24

R A 2ol =T) goldA Z& w7 (~1.5A13F) A EFsPA rEE AT B2 kg ia%% ~7O
.}_\_

et
©,
i

4l (320m3) 743‘_ 8%

o E T
T2 ¥74E, 54 (150cr) 22 3|A = Jrt. F7F ~301r wkek &, A9 &g ELETJ]—EJEH v A
27k A (~2.5em) ¥Wl=E E8te] ofatsan, Tela e A ofutel e ZwelA dA FHOR 7]8hE o Eﬂi

A aAZ H A7) A5 sl AlFE.
A& = 11.41g (85.3%)
Mpt = 143-145C

o] A& v WAl npz o] &Hrt.

obvl ol W amde o) 4

4T 99.5% Weks EAF[Aldrich] (422g; 4.40mol) W&k wwk-golo] 3080 A olw:=Folld FekAY
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[0282]
[0283]

[0284]

[0285]
[0286]

[0287]

[0288]

[0289]

[0290]

[0291]

[0292]

[0293]
[0294]

[0295]

[0296]

[0297]

[0298]

[0299]

S55451 10-1600636

[Aldrich] (272.0g; 2.00mol)S H7}slt. 7M7)l S8FHW, AL 257 ~40CE o2 ul 71x] HkA]7]
3, ¥Z S EHE(500cm) 2 AW ATt Hrksle B9 FA M (needle)o] HAEI] ARSI A
H &P E 0TolA 441 Bt WXtar, AIA7)aL, 50TColA shubset AXAIAY. A& = 528¢
(99.25%), mpt = 149 - 150°C (Lit: W0/2004/026845; 147.5C)

Schiffs 7], Alolx=&tol=gE (5, Ar = 3,4-THIEAHY)

[ Al

65~70°Coll A ofn| =Folel miﬂ@le(Mogo%mm>%5%ﬂﬂ*£4(294 Wby golof ~25%
of AA 3 4-tuEAIMEY Alolo]= (5.7g; 0.030mol) oFHMEYEZ (30cm)e] whisdt &84S 433}
SHE S MEo] The f=golo] = uj U25Mﬂ)%cﬂﬁ ﬁﬂﬂﬂ I o 8 d5/E(125g)9 F

= gl T }‘
o] gl HHEo] AFTH. Wty TIEL 48% FAIUEF UB%MOizﬂNﬂ@H8®,%%%ﬂﬁﬁ
A

A]
R EA }:]L
AES A3doh. AES AFfA7|L, WEE MFHsta, 45CoA Aol AxE At
A& = 6.21g (83.8%)
Mpt = 98-100°C

TLC [Si0, ZdolE, 10% WE</SFZ22XE], R = 0.52

o] ALE-& t}& Ao bR o] &5},
3,5-toln| =—6-(3,4-T | EA Hd)-1,2,4-E& oA [6, Ar = 3,4-Tr|EAFH ] [CEN-115]

87 Alofidtol=ebE (6.21g) ZRHA-1-8(70cr) &S TS (1.5ar) 20% NEAIE YEF §Ho= A2js)
o] pHE 9-1002 XAt EF
AlZE B, Ed BES FEAHOR gIdo= Jial
AHEE AFAT|aL, WZE ofAdlEe R AlAHsa,
(6.06g; 99.3%)

fused)
il
rlo
i
1)
il
2
o
T
(o]
o
32
>
&2
tlo
£
)
By
=
(@)
>
)
e
et
S
ol
ol
=2
N
L

Mpt = 288-290C

TLC [Si0; EolE, 10% We&/EZ2XE], Ry = 0.35

29 gEEe Ay g o) Fr
3,5-H o} =-6-(3,4,5 EFHFA|Hd)-1,2,4-Ego}3 [CEN-095]

[CEN-115]9A o]&" A} HA3F vhHo R 3 4 5-Efu|EAM %Y F2go]=[Fluka] ZHEH d& odx-g
A RV sEREe R FEHAY. §F8 309-311C (decomp. ), tlc (209W &2 + F22Z¥XE), Ry = 0.57

3,5-Ho}n =—6-(2-El9 ' d)-1,2,4-EZ o} [CEN-057]

[CEN-115] ollA] o]8¥ A FAIgE WHo=z 2-Flod7t2 545025 A2 34 S0 ER 55U,
|74 271-272C (decompes), tlc(10%HEre + FE2ZXE), R = 0.58

3,5-Ho}n =—6-(3-El 9 d)-1,2,4-E & o} [CEN-064]

[CEN-115]o A4 o]&d A} A WRHoR 3-Elod7l2 54402 RE wo]x] £82 F5HAT. §3 199-
201 (decomp.), tlc (10%HE+e + FE22XE), R = 0.44

_20_



[0300]

[0301]

[0302]

[0303]

[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

on

£5451 10-1600636

3,5-Holn =-6-(2-E2 2 ¥d)-1,2,4-E|o}7 [CEN-068]

[CEN-115]0A] o]&¥ A FAlgE WHoz 2-H2RAlRAoZHE A
198-2000C, tlc (20%WEHe + S22ZXH), Ry = 0.65

rlo
[y
o
3
k
e
-
At
i
39
*
oo

N

3,5-Holn| =-6-(3-E2 2 ¥ d)-1,2,4-E| o} [CEN-069]

[CEN-115]9 A4 o]&¥ A} FAE W o R 3B RHlzAo 2 RE do A Ar7|5rRgor 5T
&4 221-2220C, tlc (2099 EHE + E22Z¥XE) R = 0.52

3,5-Ho}n =-6-[3-(2,5 HEZZ2Edd)]-1,2,4-EFo}A [CEN-071]

[CEN-115]0A] o] &% AZ} §Alst Wb oz 2 5-T)|F22E QA-3-7t2 B A4 (Alfaaesar) OS2 FE Qe FA
ZYoER FE5HAY, 574 190-192T, t1c(20%HEre + E22¥E), Ry = 0.68

3,5-toln =-6-[2-(3,4,5 EFZZ2E]|9d)]-1,2,4-E&o}A [CEN-079]

ne.
rlo

[CEN-115]0A] o] g% AT} FAsE WHo=w 34 5-EfZF2Z2E Qo HA-2-7t2 224 [Alfaaesar | & ZF-E|
SaN uAZ FEHJY, §7H 263-265C, tle (10%H e + F22¥E), R = 0.33

E2q &xuo]

[
2
rlo

g ol 4

rlo

A AR7|Ereko R 1| E 3, mpt = 208-210C

=]
Hy

6-(1-1}=d)-1,2,4-E|0}7-3,5-to}7l [CEN-072]

[CEN-115]el A o]&# A3} FAsE WP oR 1-1ZE 4 naphthoic acid) S Z2FE Ee 34 NEV|FTERGOR
FEHAT, §H 194-196T, tlc (20%M €S + FZZFEE), Ry = 0.60

3,5-fo}u =—6-(2-1}4=")-1,2,4-Eg| o} [CEN-073]

a2

[CEN-115]o1A] o]&" A} FAS WHo g 2-UTXELto 2R d& a4 ZoEldor F5FAUL, &
215-216C, tlc (20%MEHe + S 22X F), Ry = 0.66

3,5-Ho}n| =—6-[2-(6-BE2 2 UXE)-1,2,4-E&o}F [CEN-096]

[CEN-115]elA  o]€" A HAsE wWHoz  -HIRR-2-UZEA [Alfasesar] O2HE YA
ZYoEFo R A 260-262T, tlc (209HEL + FZEZFEE) R = 0.64

3,5-t]opm| =—6-(2-1]H d)-1,2,4-E & o}F [CEN-074]

[CEN-115]01A o]&¥ ¥} FAS Woz 2-uldd 7F2524%F [AcrosOrganics | S 2HE FA 14 2
FEHAT, §H 222-224°C, tlc (10%¥EHe + S2REE) Ry = 0.57

3,5-t]o}H| =—6-(4-H]#H|D)-1,2,4-E&] o} [CEN-082]

[CEN-115]oA o] &¥d Ax} FAE W oz 4-vjHd 7258242 [Alfaaesar |2 HE 22 3 A7
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[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

[0332]

[0333]

[0334]

[0335]

[0336]

on

£5451 10-1600636

oz FEHEAT, §4 282-284T, tlc (10%¥EE + S2EXF), Ry = 0.55

3,5-fo}n =—-6-(2-H = A ¥ d)-1,2,4-E & o}A [CEN-097]

[CEN 115]0ll A o] 8" AF §AFS WHoz  2-#H:AMEA [Aldrich]C2RE 48 I AR7|5RgoR
E9ck, 74 200-202°C, tlc (10%¥18He + S22 E) R = 0.32

3,5-Ho}n =—-6-(3-H = A H d)-1,2,4-Eg]o}A [CEN-084]

[CEN-115]0l| A o] & A} FAFS oz 3-dH =AMl ZAF [Aldrich]e 258 &
Ao, §H 152-153C, tlec (20%H e + FEEZELE) R, = 0.57

ro
3
K
__)ir“
ofl
u)
it
Sl
i
i

3,5-Holn =-6-(4-FH =A) ¥ d)-1,2,4-E&| o} [CEN-093]

[CEN-115]914 o] &8® Ax e WHoz f& M Arr|5Rgor F=5HAdt, §4 266-267C, tlc
(10%9ErS- + 22X 2), R = 0.33

3,5-to}n| =—6-(3,5-H| AEZ Z 2 ¢ 2Wdw|d)-1,2,4-Eg o}z [CEN-092]

[CEN-115]01A] o] 8% AF} HA}sk WhHo gz 3 5-H|AEZZE o 2ueil A [Aldrich] 25 3 A=
JERego R FEHUTH §A 213-215C, tlc (20%HEHS + 22X E), R = 0.69

3,5-to}r =-6-[1-(5,6,7,8-EH| Ed3lo| =242 )-1,2,4-Eg o}z [CEN-094]

[CEN-115]°1A o]&® Az} {Ae Wo=z 56,7 8-B|Egsto| =g}z etall-1-7}2 52k [Shanghai FWD
Chemicals Limited, China]l ©2F¥ wj$- dL TP MBI TEUYORE 9 &H 202-204°C, tlc
(109 e + F22XE), Ry = 0.50

&
iy
o
!

3,5-Toln]:=-6-(3,4-HE AT FA ¥ d)-1,2,4-E ] o}7 [CEN-103]

[CEN-115]oA] o] A FAgE Wi o =  JHZ YA AcrosOrganics] S ZHE A
A, ¢4 217-218T, tlc (20%‘3‘“%% + E22XE), Ry = 0.48

rlo
[
o
1=
)
ox
ofl
=
fr
&
B

3,5-Ho}n =—6-(2,6~-t E2 29 d)-1,2,4-E& o} [CEN-104]

[CEN-11516l A o] 48 Azt fAg Wilom, 2,6-0F22MENozRe 4 WMo ArrFrge
599}, §4 160-162C, tle (10%7€ + FZREE), R = 0.46

fu
ol

3,5-totr =-6-[2-(5-¥d %¥)]-1,2,4-E&¢}7 [CEN-107]

[CEN-115]0|A] o]€%¥ A3} &A}ek Wb oz 5-7|d-2-FZ24 [Fluorochem] ©.2HE FE-ah
Ak, §H 247-249C, tlc (20%HES + F2RXEE) R, = 0.68

ol
&
K
i—",
fr
4
i

3,5~ o} =-6-(3,4- A AT A H d)-1,2,4-E&| o}z [CEN-109]

[CEN-115]o A o] &% Az} FAFSE WhHoz 3 4-(dddlt] AWMl ZEAE [Apollo Scientific Ltd]oZH-E #
o gPMN AEV|ERYGoZ FERAT, §H 220-222TC, tle (10%™ e + SF22F¥E), Ry = 0.28

_22_



[0337]

[0338]
[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

[0346]

[0347]

[0348]

[0349]

[0350]

[0351]

on

£=0l 10-1600636

H] 2~[3,5-T] o} =-6-(4-0})-1,2,4-E&]o}A ] [CEN-111]

o

N N..

N\ f[j QT A
/LN/ NH, HNT N

[CEN—115 oA o] gHd AT} A WHo R 4 4'-SA ¥ A(MZA) [Aldrich] S 25E Qo 38 a2
=99k, §4 >360C (-300CA @A), tlc (zo%uﬂE + FREIE), R =0.22

3,5-tjo}n| m—6-[E-2-(3-H D) =2 W d]-1,2,4-Ego}7 [CEN-112]

[CEN-115]0A] o]&%H A3} FAFSE v , (B)-ga-dAd A A AcrosOrganics | S 25 @& FA 12
FEHAY, FH 212-213C, tlc (10% l_a + FE22XE), R = 0.55

3,5-Ho}m =—6-[2-(AZ[blE] 2 Hd)]-1,2,4-E& o}A [CEN-113]

2-(
[CEN-115]0A] o]&% A3} fA}sk Wb oz wWiz[b]E S HA-2-7t2 B2 [Acros Organics] 2 FE] F& 78
A QR FEGe R FEEHAY, §F 344-3450 (decomp.), tlc (10%W &2 + S22XEF), Ry = 0.44

3,5-to}r| =-6-[2-(3-F22H=x[blE)2¥d)]-1,2,4-E& o}A [CEN-114]

How, 3-ZR=wx(blE e H-2-7t2 544 [Fluorochem] & 258 @&
%El%ith &7 318-320C (decomp.), tlc (10%HErS + FREZEE), Ry = 0.30

[CEN-115]914] o] &%
YN ARIERGFOT

pons
4
o

>,

ot

D‘.

6-(9-AEFMY)- 3,5-tolm|=-1,2,4-EFo}x [CEN-118]

[CEN-115]91 4] o]€% A} §A}e WHoz  QtEFGA-9-F2E AL [Alfa Aesar] QS ZFRE dwhe 3)4 Bukz
FEHAT, 4 350-352°C (decomp.), tlc (10%HEFS + S22 X E) Ry = 0.43

3,5-to}n| =—6-[2-(4,5-T L2 2 FH)]-1,2,4-E&| o} [CEN-121]

[CEN-115]91 4] o]€® AT FAbek o=z 4 5-T)HZR-2-F2A4 [Aldrich]SC2FE 4L 33U aH2 5
SHAY, &4 272-275C (effervesce.), tlc (10%W &S + 22X E), Ry = 0.13

3,5-Ho}n =-6-[2-(4,5-T) B2 R E|9d)]-1,2,4-E&o}A [CEN-122]
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[0352]

[0353]

[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

[CEN-115]0A] o] &® AT} FAFS WHo=z 4 5-TIHZREQHA-2-7F2EH A [Alfa Aesar | Q2 HE 42 =
A aAZ FEHJY, 84 318-320TC (effervesce.), tlc (10%HEHe + FEZXE), Ry = 0.22

3,5-toln| =—6-[2-(5-B. 2 2E]|d)]-1,2,4-Eg o}A [CEN-124]

[CEN-115]0A] o] &® AT} 7S GAISE oz 5-HZREQA-2-7)2 22X [Aldrich] S 2FE 42 78
A AR FEFJAY, §8 265-268C (decomp.), tlc (10%WE-E + SE2ZXEF), Ry = 0.42

3,5-to}n| =—6-[2-(3-B. 2 2E|9d)]-1,2,4-E o}A [CEN-125]

[CEN-115]01A] o]&® AT} FAS WHoz 3-HZFE QA-2-7F2 2244 [Aldrich] 2258 &
HolER 5T, 4 215-217C, tlc (109MEHe + FREZIZE), Ry = 0.42

rlo
[
o
=
]

3,5-to}r| =-6-[4-(H-ZF8d)-1,2,4-E&o}A [CEN-129]

[CEN-115]oA] o]-&¥ A3} FAL3E W o2 9H-ZFQ dl-4-7F2 22 AF [Acros Organics] S 2H-E AHA AR
NSRS ZHoEFHE SE5HAY, 84 240-242 C, tlc (10%Were + S22 ), Ry = 0.38

3,5-T]o}n| .-6-[3-(2- & 4-2H-1- 29 @y1)-1,2,4-E o}z [CEN-133]

[CEN-115]014] o8¢ 23t frAtek B oR, FHY-3-7l254% [Fluka] o258 24 4
HAk, 38 >350C (decomp.), tlc (25%WEE + SFE2EZXEF), R = 0.27

o
ofl

AAR S

B

3,5-totr| :=-6-[2- (-2 29 d)]-1,2,4-E o} [CEN-138]

[CEN-115]0A] o] &% AP} GAls oz 5-FZREQ3-2-7t2 822 [Acros Organics] 2R E FEH3H
PN ZYolE YR F5FHUAY, 83 312- 314C (decomp.), tlc (209 e + F22¥E), Ry = 0.57

3,5-HotH -6~ (2-EF EF L2 EA|HH)-1,2,4-E& o} [CEN-056]

A AR W o 2-EgZFQ 29 EAMZAF [Fluorochem] 258 L& 334

[CEN-115]0| A °]-&%
&4 148-150C, tle (10%9e+& + E22XF), Ry = 0.58

AAZ FEHAY,
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[0366]

[0367]
[0368]

[0369]

[0370]
[0371]

[0372]

[0373]

[0374]

[0375]

[0376]

[0377]

[0378]

[0379]

[0380]

on

£=0l 10-1600636

3,5-tjo}n| =-6-[4-(2,2-T) =2 o 22T & 4 2)]-1,2,4-E&o}7 [CEN-070]

[CEN-115]olA o]g® AZ FASE Wyor 2 2-TZFQ2WMFUSE-4-7}28 44 [Apollo Scientific
Ltd] 258 €& 34 aA 2 ¢=E5HUY, §4 200-201T, tle (20%H e + F22XE), Ry = 0.63

3,5-Tolu=—6-[5-(2,2-HEF Q2R & 42)]-1,2,4-EFo}F [CEN-117]

[CEN-115]0A] o]-&-# A} FAIgE o=z 2 2- da$ Eﬂﬂéﬁl—%ﬁ—s—ﬂé»‘—wﬁ [Fluorochem] ZH-€] A&
A aAZ FEEYAY, 8% t

do
jato)
N}
N}
0
N}
N}
NS
a

3,5-H o :=-6-[3-(1,1,2,2-EH| ESFEF L 2 5ADHAL]-1,2,4-E& o} [CEN-108]

[CEN-115]0A] o] &% A} GAFSE Wy o=z 3-(1,1,2,2,-HEHSF Q2 EA)MEA [Fluorochem] &2 5-E
Ao gAY AR TEREFCE FEHUT, FH 199-200T, tle (20%HErS + 22X E), Ry = 0.56

3,5-o}r =-6-[2-(1,1,2,2-H| ESFEZF L2 FA) I ]-1,2,4-Eo}x] [CEN-137]

[CEN-115]0 A o] &% A FASE Wyoz  2-(1,1,2,2,-HEHEFLZAEA)MFAE [Fluorochem] & 2 5-F
22 - AFFE R F5HAY, §- 158-160T, tle (20%MEHE + S2EZXEE), Ry = 0.57

3,5-Holn| =-6-[2,5-H] 2(2,2,2-E EF QL2 EA])HE]-1,2,4-Eg o}z [CEN-140]

[CEN-115]0A] o] &¥ A} FAFS whHoz 2 5-H|A(2,2,2-EFZF 9 20| EA])MIZAF [Apollo Scientific
Ltd] o258 d& a8 uAz $5HAT, §4 99- 101T, tle (20%MEre + F2E¥E), Ry = 0.54

3,5-Holn =-6-[2-T EF 2 v EA])Hd]-1,2,4-EZ o}x [CEN-142]

2-
[CEN-115]91 4] o] &% A FHA3 WP og 2-(HEF 2w EA)H XA [Apollo Scientific Ltd] o258 <
o AN AR7|SRGo R FEFHAT, FA 154- 155C, tle (10%HEHE + S22 EE), R= 0.40

3,5-Ho}r| =-6-(3-#Hd#Hd)-1,2,4-E o} [CEN-159]
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[0381]

[0382]

[0383]

[0384]

[0385]

[0386]

[0387]

[0388]

[0389]

[0390]

[0391]

[0392]

[0393]

[0394]

[0395]

[0396]

[0397]

[CEN-115]o A o] €% A FAFE W o=z 3-HHd7=2E 24 [Fluorochem] S 2HE @& 384 ZgolE
Je 2 FEFHJY, 75% AEF, 7 215-217C (decomposes), tlc (10%HEHe + S2EZ¥E), R

3,5-Toln—6-(2-2 22 5 EGEF o 2oL d)-1,2,4-Eajo}d [CEN-169]

[CEN-115]0A] o]&¥ A} §A}st WkHoz 2-Faza-5-Ef|Z 2o 2u|eMlxA [JRD Fluorochemicals Ltd]
oRRE d& T3 ZHoE HHE FEHJAY, 70% AEFF, &3 238-239C, tlc (10%HIEE +
S2REYE) R =0.37

3,5-Tolr| e-6-(3-222-5-EEF 2P d)-1,2,4-E o}z [CEN-172]

[CEN-115]0A] o]&¥ AT} HA}st WhHoz 3-ZFza-5-Ef|ZF ¢ 2u|edMlxA [JRD Fluorochemicals Ltd]
ORREE d& w3 MRIVERGORE FEHJAT, 826 AEH, §4 249-251C, tle (10%HEHe + FEEZE
), R = 0.47

3,5-tlo}m =—6-[3,5(H]| 2-EgZF e 2Wd)Hd]-1,2,4-E& o}A [CEN-175]

[CEN-115]e14 o]gd AT} FAlsk WMoz 3 5-(HA-EgZ2o=wd) wlz2F [JRD Fluorochemicals
Ltd]e 258 FA Arrjgrdos $55A0, §4 350-352C (decompose), tlc (10%WEHE + S22 EFH),
R = 0.48

3,5-Tolr| =-6-(2-F22-3-EZZTF o 2 Ywd)-1,2,4-Eg o}z [CEN-176]

-

[CEN-115]914 o] 89 AT} fAle wior 2-Z2a-3-EfZFo 2 gdwz4F [JRD Fluorochemicals Ltd]
oRNE g 4 AP ZHE FHE FEHAG, 59% AEF, §3 255-256T, tle (10%WEE + =2
2XE) R =0.34

3,5-toln| x6-[2-F224-(MEEEY)Hd]-1,2,4-E7 o}7 [CEN-179]

[CEN-115]0l 4 o] &8 A3} A3 Wyloz 2-F22-4-(Mdx¥d) WAt [Fluorochem] 25 E d& 28
A AE7|SEYoR FEFHAJY}, 85% AETFE, 84 286-288C (effervesc), tlc (10%HErS + FE2E2XE), R;

=0.32

3,5-tolr|=-6-(2,4,6-EF ol 2= 29w d)-1,2,4-E o}l EAHE [CEN-180]

[CEN-115]0A] o]€¥ AF} GAFsE whHo=z 24 6-Ego| A2 A zA [Alfa Aesar]C2HE] 4o a8 A
MEZ)SEgo R +=EHYTH, 12.5% ﬂ'%%k, 7 decomposes 275-280C , tlc (10%MEre + FEEZXLE), R;

=0.48

3,5-t]o}n| :=—6-(4-tert L EH d)-1,2

J4-EF
[CEN-115]o A o]&% A} FASE Aoz 4-tertHF- 2wl 24 [Acros Organics] S 25E dhe o
ANFEUNE =5, 90.5% A&, §4 275-276°C , tlc (10%WEre + FEZEZELE) Ry = 0.35

o}x [CEN-181]

i
]
ey

rlo
[o}

3, 5-Hopr|x-6-(4-n-FE5d)-1,2,4-E&] o}z [CEN-183]

[CEN-115]o A o]&¢% A} FAFS WbH oz 4-n-R=wlzA [Acros Organics] S ZHE w9 &

rlo

A AR
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[0398]

[0399]

[0400]

[0401]

[0402]

[0403]

[0404]

[0405]

[0406]

[0407]

[0408]

[0409]

[0410]

on

£=0l 10-1600636

NERGo R FELAT), 78.5% A=, §4 184-1867C, tlc (1097 EHL + F2EELE) R, = 0.39

3,5-T) o1 -6~ (4-BF 9 2-3-9 3 A 19 9)-1,2,4-E&]o}x] EQ|E [CE N-184]

[CEN-115]0 A o]&% A3} FAIE WHo R 4-ZF Q0 2-3-H =AM ZAF [Acros Organics] C2HE €& g3}
A AEIERGoZ FEHALY, 31.5% A=, §7 226-227TC, tlc (109Mers + 22X E), R = 0.37

H|=-Eg okl [CEN-186]

NH,
by
N

N

[CEN-115]° A o] &% A} FASE WHoz o] AXerAAcros Organics] CZHE Ze JgA Rug 25
Ak, 92.5% ArE, 87 325-327°C (effervesce), tlc (20%HEr2 + ER22XE), Ry = 0.21

3,5-Ho}n| =-6-(3,5~di-tert-#€¥d)-1,2,4-E| o} [CEN-187]

[CEN-115]olA o] A3} FAFEF Wy or 3 5-U-tert-FEwlZ4F [Advanced Technology & Industrial
Co., Hong Kongl o248 FA AAHe 2 F=E5HAC), 80.6% AF==, &7 278-280T, tlc (10%9 &S + &2
2XE), Ry =0.43

3,5-to}r| =—6-(3,5-T | EA|Hd)-1,2,4-E&|o}A [CEN-192]

[CEN-115]0] A4 o]&¥ A} fAIe i o=m 3 5-t]w|EA Ml 24 [Signa Aldrich] S 2RE 3]0k FA Z g o]
E JYE 5590, 98.0% AEH, %@ 225- 228°C, tlc (10%7€+-e + EE22FE), Ry = 0.45

3,5-HobH]| :=-6-[3,5-H] £(2,2,2-EF EF 22 A H E]-1,2,4-E& o} [CEN-193]

[CEN-115]0l4 o] &% A FAlg wyoz, 3,5—H1é—(2,2,2—5ﬂ§ i°ﬂﬁ Al) wlz4lk [Advanced
Technology & Industrial Co., Hong Kong] S 2HE A& Il AE7|TRIFOo R FEEHJY, 65.3% A&,
F4 185-187TC, tlc (10%™E-& + 22 XE), Ry = 0.61

3,5-H ot =-6-(3-2 R E-2-EF L 2-5-EEF 22 Y d)-1,2,4-E o} [CEN-197]

[CEN-115]ell4  o]g® A} HARsE  w
Fluorochemicals Ltd] =€, I wjxZ
Hes + FRE2¥E), R = 0.35

fa, FERRZ-2-ZFOE-5-EFZF o2 Edlzi [JRD
g L5, 17% A&, §3 218-220T, tlc (10%
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[0411]

[0412]

[0413]

[0414]

[0415]

[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]

[0424]

[0425]

[0426]

on

£5451 10-1600636

3,5-HolH=-6-[2,5-H| 2(EF EF 2 2E) ¥ d]-1,2,4-EFo}x EAH|E [CEN-198]

[CEN-115]oA] o]8H A3} FAFS Wyoz 3 5-HA-EZF2d el z4F [JRD Fluorochemicals Ltd] S
ZRE 39 uE4dE S92 FEHAT, 16% AHEF, 7 218-220T, tle (109HEE + E22YXF), R,

=0.37

3,5-Tolr| e-6-(2-222-3-EEF e 2 Ynd)-1,2,4-E o}z [CEN-199]

oz 2-222-3-EZF 2 vEMllzA [JRD Fluorochemicals Ltd]

[CEN-115]l 4] o]4® A3} §A}8 whgo
A g EE SEEAT, 17 AAET, §F 218-220T, tle (109MEHE + FRZXFE), R

[€]
oRNE Fe P

=0.39

3,5-tolr| =-6-(5-222-2-EZEF 2 Y ¥ d)-1,2,4-EZ o} [CEN-200]

[CEN-115]0A] o]&=" A} A3 WHo=w 5-F22-2-EfZ20 2ugdwlzA [JRD Fluorochemicals Ltd]
o=RYH A FA g ARI|FEEFLR FEEAT, 66% AETF, §H 242-243TC, tlc (10%9EHE + 2
22XE), Ry =0.41

3,5-tlo}n| x=-6-(2,3,4-EZZF 0 2Hd)-1,2,4-E& o} [CEN-206]

[CEN-115]01 4] o]&¥ A} FAISE WhHo= 2 3 4-EFZFQ 24 [Fluorochem] © 25 AHA ZgolE
2 FEHAT, 75% S, A 242-243C, tle (10%9EHe + 22X E), Ry = 0.33

3,5-Hopu] =-6-(2-2 2 2-4,5-1EF 2 2¥d)-1,2,4-E& o} [CEN-207]

[CEN-115]0A] o]€% AT} fA}st whHo=m o-Faa4 5-T)|ZFQ 2w [JRD Fluorochemicals Ltd] o=
HE g @3 ZgolE FuR FEHJT, 74% AEH, §3 240-242C, tle (10%M €S + FEEFXE),

Ry = 0.38

3,5-t o1 =-6-(2,3,4,5-H EFEF L2 H)-1,2,4-Egf o7 [CEN-208]

[CEN-115]o| 4] o]-&¥ A3} frAbg WHO R, 2,3 4-HEEZFOZM A [Fluorochem] ©2FE w9 €& 3
HA mAAAE EEE FEHAT, 52.2% A=, 3 233-235C, tle (10%H€S + SREXE), R = 0.36

3,5-tlotn|=-6-(2,3-1| 22 2-6-E) EF 22 H Dol d)-1,2,4-Eg]obx] EAHO|E [CEN-209]
[CEN-115]ell 4] o] &% A3t A
Ltd] S 2R 8 wj$- de =34 Amy|

(10%HE+e + F22XE), Ry = 0.34

-
o
s
=

HoR 2 3-UEERRE-6-EFZFo e ZA [JRD Fluorochemicals
TEYoRE FEFHAY, 6.5% =, 87 decomposes > 265TC, tlc

[CEN-115]o1 A o]&% AT fAS WHoz 2345 6-HNEFZF O 2WIZAF [Fluorochem] &2 HE] w]$- g2
AP mMAARY EER F5HAT, 2.5% AHEE, 84 355-358T, tle (10%WErE + E22ZXE), Ry =

\)

0.31
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[0427]

[0428]

[0429]
[0430]
[0431]

[0432]

[0433]

[0434]

[0435]
[0436]

[0437]

[0438]

[0439]

[0440]

[0441]

[0442]

[0443]

[0444]

on

£5451 10-1600636

3,5-t]otn|=—6-(2,3,6-EF ZF2 29 d)-1,2,4-Eef o} EAHS|E [CEN-214]

[CEN-115]0|A] o] &% A} §AIs wHow 2 3 6-EFZ2WF2F [TC] Europe] S2FE @& 384 Hut
2 FEFAY, 16.5% A=, §78: decomposes > 265TC, tlc (10%MES + F2R2IEE), Ry = 0.1

SGZR-X3F 3,5-gol=-6-JTE-1,2 4-E oA FFFE - #AA [2]
3HEA-2-UZEY AJolfol=
[#4 BI

SFHEA-2-UZEY FRefol=[EFE Ao & -uEA]-2-YZEAb| A FH[E] (22.08g; 0.10mol), AZX
EZql (48cm3), AX MNEYEL (12.0ar), 78 [ Aleftel= (12.2; 0.136mol) 283 Agto]E(5g)e] %
234 EFES A dstEol "oldA €& HMWM.OA]Z&) sl 7HEARY. 5 B, 9 ERES
535 PR st MaAa, we U H4s ﬂ"*ﬁ} AX A HIES RIA7E 2945 71
= SMAEYUEH (15.0an) S F7I2 H7Feth. A& vhg EFES 80CE WZ4A7] 1, %?fﬂ (200crt) ©.
2 MA . FrFE 3083 ANk F, AN Y aEuEaT Agh A (-2 lC% s
o] oA 7|a, E& UAAN JHEL HFA AT FHOE VA A, B UAX A xﬂ 371 Al
29] 3ES Adrt. A& = 19.27g (91.3%) Mpt = 132-135C

3,5-to}n| :=—6-[2-(3-H| EA| 2 E)-1,2,4-E & o} [CEN-139]

[CEN-115]el A o] &% A FAls WHo =R A&dle AloleslolEgfEo 2 e 42 294 IAZR 55U
o, &3 252-254C (decomp.), tlc (15%WErS + S2ZXF), Ry = 0.66

A E8E AES o 2ok
3,5-Holm e-6-[1-(2- ZEA U2 E)-1,2,4-EFokA [CEN-110]

[CEN- 115+CEN 139]0 A4 o] 8 AT} fAeE Ho R 2-EA-I-UZEACREE AL IHA ARV FES
o7 F5HAY, 87 178-80TC, tlc (10%Wer2 + 22X E), Ry = 0.37

3,5-t)o}n| :=—6-[2-(3-| EA| U2 E)-1,2,4-E & o}& [CEN-141]

[CEN-115+CEN-139]¢ll A o] &% AT} GAIS WH oz 3-oEA-2-UZEACZRE YA AE7|SRgoZ
FEHAT, §4 212-214T, tlc (1569 + FEEEE), Ry = 0.53

3,5-t)o}n| =—6-[2-(3, 7-TH|EAI U= g )-1,2,4-EF o} [CEN-143]

[CEN-115+CEN-139]0l1 A ©]¢® AT} FALS WHoz 3 7-tyEA-2-UZEA 0 2 HE Jo A Hr7|%E
ReFo T FEHQT, 4 274-276C (decomp.), tlc (L0%HEHS + SEZEE), Ry = 0

3,5-t o} ie-6-[2-(1,4-TIH| EX U2 E)-1,2,4-E & o}- [CEN-151]

[CEN—115+CEN—139 oA o] &H A A WEoR, 1, 4-HuEA-2-UZEAFS ZHE Wo] XA AR F R
o7 FEFHUY, &7 142-1447C (effervesce., resoldifies), 184-186°C, tlc (10%™|&t2 + S 22X E), R¢
=0.64

3,5-t ol i-6-[1-(2,5-T) | EX U2 E)-1,2,4-E & o}A [CEN-156]
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[0445]

[0446]

[0447]

[0448]

[0449]

[0450]

[0451]

[0452]

[0453]

[0454]
[0455]

[0456]

on

££40l 10-1600636

[CEN-115+CEN-139]ell A o] &= A3} FAFS oz 2, 5-UuEA-1-UZENOZRE AL Ho] XA A E7]
TRdow 5T, §4 decomposes >275C, tlc (10%H|&hS + 22X E) R, = 0.60

3,5-tobr| :=-6-[1-(2,5-YH A Y= E)-1,2,4-E o} [CEN-157]

[CEN-115+CEN-139]0l A o] ¥ AT fAle WHoZ  2-WEA-1-UZEASZRE d& FPM RIS
o7 FEHAT, 4 255-257C (effervesce.), tlc (10%9EF2 + 22X E), Ry = 0.56

3,5-Hopr 1e-6-[1-(2,5-tH| FA U2 E)-1,2,4-E& o} [CEN-158]

[CEN-115+CEN-139]¢ll A o] €¢® A7} GA}st WhHo R 4 7-TIHZH-3-HEA-2-UZEAI O 2 RE Ho A
ME7ISRGo R F=E5HAY, 57 222-224C (decomp.), tlc (10%H e + 22X E), R = 0.48

3,5-Ho}n =—6-(3-H] ¥ d)-1,2,4-Eg o} [CEN-159]

[CEN-115]olA] o] &% AI} A oz 3-H]dHYd 7}=25 44 [International Laboratory, USA]S Z5-E]
Ao FEA ZgolER SEHnh, §4 215-217C, tle (10%WEHS + F22F2) R, = 0.34

3,5-totn -6- WA LA H d-1,2,4-EF o} FE - #F [3]

g W4
S
HO CO,Me CH.CI
1 2
Rg\o/ : CO,Me Rg\
: CQOCI

3
Rg\

5

)

gl

: COCN

—_— 3 O
R@/\
6
md 3 - AASA Mz E [3]
g 3-sto| =S A Ml o] E [Aldrich] (15.2g; 0.1 Omol), %18} WA (12.7g: 0.10mol), ¥HFZH (13.8g:
0.10mol), &L=z (1 0g> a2]ar opAlE(150er) EFEE ALolM A3t wde] depglAl #E& wbA

(~24hrs) THFA]A
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[0457]

[0458]
[0459]

[0460]

[0461]
[0462]
[0463]
[0464]
[0465]
[0466]
[0467]
[0468]

[0469]

[0470]
[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]

[0478]

[0479]

[0480]

[0481]
[0482]
[0483]

[0484]

I os EFES uvhE FAX dE/E200an0] A Ea, 3JdE 3

2 A
WA R ek, 45T HE AATIM, Y] Al A Rt Sghes A
AhEF = 23.9g (98.8%)
Mpt = 77 - 78T

tle [Ae7F A ZeolE, E223%F], R = 0.72

2
s
[\l
|
ré‘;
i
do
>
=3
N
2
oA
ful
N
e
ot
I

96.4%, mpt = 46-48TC

e 4 - WA A IR o] E; AHEF = 98.7%, mpt = 96-93TC

He 3 -(2,6-tF22MASADHNZA O E; A= = 94.8%, mpt = 87-88C
HE 3 -(3,4-tFZ WA S AHHNZ O E; A& = 97.8%, mpt = 115-117C

wE 3 -(3,5-HAEYZFeaA A Zof o] E; A& = 97.9%, mpt = 55-57C

A A A [4]

HE 3 - WAL Az o] E (23.9g; 0.099mol), FAF3AE (8.42¢; 0.15mol) 223 W&E (100cr) EFE
< B UdE A% AFEol @ &9 = w7 (~18hrs) WHHTH. 2 Ty {92 HxHEE
718t A, FAe] A FE2 E(100cr) ol &3fE L, AEE wwk &2 50% F4H30ar) 2= A A Ak

T, AAY HAEL oHHRa, B2 AAHEIL, 40T 2Tl dzF o], F

Mpt = 133 - 135C

AES T Al w2 o] 8- H AT

77-79C

= 08.4%, mpt

4-NASA M ZAE, A2 = 97.8%, mpt = 187-189C

@
<
T
A
iy
t
fu
=3
i
do
>,
=
BN
-,
2
ol
ot
I

98.2%, mpt = 173-174°C
3-8 4-tER2id A MEA; S = 97.5%, mpt = 160-162°C

3-(3,5-H|2EZF o 2l A2 A )Ml 24, AbEEF = 97 7%, mpt = 183-184C

Az S22 (100cr) Hell 3-AA A A 22 (22.0g; 0.096mol) D AZR WL Soln|=(2 W&)e] wyl
H EFEe 249 FEeto]l=(19g; 0.15mol)& At oju, ~30%7te] A g Y S 43 Hs)
Aot EFELS Asga Bl FoE w7A(~6A1%E) Aol A wRkE ATk AFE FA LA 40TAA
oA dA FFo] HESF 7|stE o], w9 42 A o] Hil, o] Al&SHAl A gtEo], WA
POl 471 A= sEo] HIATh. 4AHEF = 23.7g (100.0%)
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[0485]
[0486]

[0487]

[0488]
[0489]

[0490]

[0491]
[0492]
[0493]
[0494]
[0495]
[0496]
[0497]

[0498]

[0499]

[0500]
[0501]

[0502]

on

£=40l 10-1600636

3-(2,6-HZ2EHMASAHNEY ZRo|=
3-(3,4-HE2E=MASAH Y SRl

-3, 5-H2EREReaHd s A iR SRGoE

5-AASAMEY Aokt = [6]

[#4 Al

AN ZY F28e]= (16.05g; 0.065mol), HFE EF4 (30a), AF FHNEUEH (7.5er), 7+ 1 Al
oftfel= (7.7g; 0.086mol) H AT}o]E(4g) o] # wwtyEl £ E[paddle WWH7]]& AF dAgh&Eo] FoldA &
W7kA] (~3.5A17E) ARkl A A E A, A Wk EFEL ~70CE WZAA7]a, B4 (125am) o2 314
gk, F7F ~30 B3F w7 3 Y SEes aEvtEadgy] Aggt A (<2.5m) HEES Eto] o)
Har, A FaA Mol AAZL Wygod I FHow 7|sEd, DA FAM Mo odmE Ay A&

=
A= = 14.83g (96.3%)

Age vk wAlel uiE o] g9
A EHE ASe ges 2

w
@
S
i

U
il
i
o
Jo
>
Z
B
e
>
o
<
9,
J it
ne
flo
ol

)~
g

A (95.5%), mpt = 122-124C

Schiffs @7], Aolxdto|=aE, R = H [7]
[FH A o ¥ 2]

58 - 60Tl A 4ma%4qa m*ﬂﬂwle (15.47g; 0.058mol) 99.5% HWEr&EAL (24g)9] wHlEl {0
~25i3ke] AR 3-wlE A Alo}fol= (7.4g; 0.032mo0l) oFAIEUEZ (20erm)S HAEATY. £3d=
AMZEo] FellA %S«Qﬂﬂﬁﬂﬂmﬂbﬁ5ﬂﬂ)mtﬂﬁ AkE AL, B AE/E(150g)0 e, mwd

N 48% FAFSIIEF(20.5cr) 02 8 2 (pH 8-9), 12 HAAHE A 29 1:1 Fee+d g ofAg o] E

(3 x 50ar) & FEHAT. HFE FEELS A vblgdels] dxEa, Aqd3E T, IFstlA 7|EtEe], &
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[0503]

[0504]
[0505]
[0506]

[0507]

[0508]

[0509]

[0510]

[0511]

[0512]

[0513]

[0514]

[0515]

[0516]

[0517]

[0518]

[0519]

on

£5451 10-1600636

A A Ao AgEE | 4] A%e] HEe g

A& = 9.1g (97.8%) TLC [Si0, EH°1E, 10% WES/S22XE], R = 0.58

e ok @Al vz o] -85 AT

3,5-H o} :e-6-(3-H1 A& A Hd)-1,2,4-E& o7 [8] [CEN-123]

371 Aletrstol=etE (9.1g)9 Z2-1-&(50cr) &N oleh-&(1.0cr) W 20% NEAI= HEF §H2=2 pH
g 9-1002 2PHI, EFEL F% o] WolglA &g w7 (2Azh) Al@FalelA] srEEAT. AR
A gAe AgfolE H=E ot ofHo] AR mAg B84 EHol AAHT, dFES B AR B¢
10Ce] WAt 22 oA ME7|FRFe] IAHGTE AES AT, oM E-HZ(1:1)E A=A}
i, AFstellA] 45ToIA A% , B HlojA AR F© ] AEY sHEe] FEHIUT (7.26g;
79.8%)

Mpt =284-286C

TLC [Si0; Ed°lE, 10% WEr&/S22ZXF], Ry = 0.42

B710A dE At frARgE 34 S o] gate], 4a-lASA IR o R FHHAT. B4 SEHES Ee A
P A48 A2 F5HAC, 46% AEF. Mpt = 205-207C TLC [Si0, ZHOlE, 10% HleS/F22EE],

A A A B fAeE FAS o] 83k, 3-(3,4-HEEEMASADHRAC ZRE] FAFATE. EA
SIgEo de aud ARIERIoT FEHAT, 77.5% A=, mpt = 164-1667C, tlc [10% WErL/ ==
EEZ], R = 0.48

A7l AmE A3 FAREE PAS o] &dte], 2-wlAS A M AL 2 RE FH|EJYE. A IFELS &
a8 A4y AR FEHJAT,  65.9% A= Mpt = 184-186C  TLC  [Si0, ZOIE, 10%
HeS/ER2EFE], R = 0.46

3,5-T] ol 1-6-[3-(2,4-EF EF 0 2| A A &AW ]-1,2,4-EF] 017 [CEN-171]

A7lelA duE AT fARE S o83y, 2 4-n2EERRdEdldS A MRA o 2 RE
ZFH|EHoth. A SFEL ulAs 9o 3P ANFHE FEHAT, 60.3% AHE mpt = 184-186 |, tlc

(A7t ZHolE, 106 WEE/S22EF), R = 0.53

3,5-fo}u| =—6-[3-(2,6-t E R 2 A EA])H D ]-1,2,4-E & o} 7 [CEN-185]

g3 frAgE A S ol gate], 2-wldSA Rt o R Y EREY. A4 SEES
1=

ol Sl e
YA AE7)|SRGo R FEHQTH 85.1 % A&, mpt = 190-192C, tle (AE7} ZHolE, 10% WEL/F
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[0520]

[0521]

[0522]

[0523]

[0524]
[0525]

[0526]

[0527]

[0528]

[0529]

[0530]

on

££0l 10-1600636

6-¢Z /ol 2 -3, 5-t]o}H| x-1,2 4-E o} SFE - HAA [4]

R1 R1
RE>—COH ~—™  R2——COCI
R3 R3
1 2
R1
—  R2—>—COCN
R3

— R2 / 2
R3 CN NH,
4
R1
— R2 Na
N

Egddote E289)= [3; Ri=R~R,=Ph]

EgadeAEL (217g; 0.075mol) B Az P EFobr|= (
]

(100cr) S <4t F=2ZeolE (14g; 0.11 mol)E A st=d], o | HItsksith. &
HEe A3t =4 Aol STHE 7R (~4A ) 35TolA wukE Y. A" FA AL 40ToN FFHo
I}

2 7|8t o] A AARY nAE | 34 sFEe] ATyt

Eg#dolAd Aojye]= [4; Ri=R,=R;=Ph]

[#74 C, 8 2=2F]

EgddolAdld Alojto]l= (23.24g; 0.075mol), 7 EF<¢l (40cm3), AZE oPHEYEZ (10em3), T2 [ A
olufo]= (9.20g; 0.103mol), Ago]E(3.5g) % wA EH3ly Qe=ZE(2g)9 & wwtHE(Paddle mwHH7])
E}EL A dstEo] FolA REWZFA (~18A1E) ABFSll A TFEAI AT, A& vhg EFELS ~T5CE W
A7 3, BTl (150an) &2 SAAAY. F7F 3083 nHkAIZl & AAdE &els A=RvEay At
A (~2.5cm) HIEE F3to] oA Rz, FA oHEe FFTHOR e 7]sHo], A uAZ H ®
Al 8ol AFHATH. AEF = 21.97g (98.7%) Mpt = 67-69TC

e o @Al vz o] &5 Ut

>
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[0531]

[0532]

[0533]

[0534]
[0535]

[0536]

[0537]

[0538]

[0539]

[0540]

[0541]

[0542]

[0543]

[0544]

[0545]

[0546]

[0547]

[0548]

[0549]

[0550]

on

£=4d 10-1600636

Schiffs @71, Alokx=sto]=gtE, (4; Ri=R.~R,~Ph]

(34 B, © 2 ¥k§ A7t

65 - 70ColA on=Told mAwWAgolE (15.00g; 0.0564mol) 99.5% uﬂE}*ﬂ} (22.5g)9] ykgl f-of
of 25%%tel AX EfHdelAd Alofitol= (8.91g; 0.030mol) SFMEUVEZ (25ar)< HAATH. LFES
MZo]l Eof ¥ §NE Fu7lx|(~28217h) wWREH AL, F& DS /Bl TOJ v o] B A& AF
Aok, 48% FABIIEE(17.5cn) &8 E3HE0] pHE 8-92 ZAHW AP 3y uA2 @ TA 3=

ASHATE AbEE ofusan, 2 AHH, 45T A HxH i
AR = 8.47g (80.0%)
Mpt = 112-114C

TLC [Si0y, ZdolE, 10% WEre/SF22XE], Ry = 0.68

AEE T Al vkR o] & H QU

3,5-toln =-6-(EFHEHE)-1,2,4-Eg ok [5; R=R,~R;=Ph] [CEN - 153]

7] Aobrstol BebE (8.4g) EEW-1-2(S0ar) AL 206 NFAE LEF §o/oleE(15an= A elsto]
pHE 0-1002 243, EFEe FWEA] dolgld e W AA(4543D) ABFaNN dHdG. 3
oo mAS g AMetolE AEE Fahol olsAA AN MAF W8A Bdol AANL, olHEEL A9

o -
AZHEE 73EA0. YAE g e FA o de oﬂsﬂe(socm)oﬂ 833, &L 0T NYFH A
YA BV TRl HAFHUY, AELS A 7|a, i 2(1 3R MASa, AF, 45ToA AzRA 7
W, 92 " A2 ¥ A FE] AFTHAG (4.42g; 52.6%)

Mpt = 124-126C

TLC [Si0, ZlE, 10% "es/

mW
H:\
(il
=

|
(e
()]
Do

FAH #=9lE AE2 U 2
3,5-tjolu| =-6-(tlEl dH€)-1,2,4-E& o} [5; R=R,=R;=Ph][CEN-130]

[CEN—115 oA o] &FH A FAFSE WhHo g2 rEdolAEAF [Aldrich]CE2HE €& I8 gy rgos
S5k, 3 235-237C, tle (10%HEH-S + EEEEE), Ry = 0.55

3,5-to}u x=—6-(1,1-t)H Do e)-1,2,4-E&]o}A[5;R=R,=R;=Ph] [CEN-147]

[CEN—115]0ﬂ/\1 olgd I} fAkeE WMoz 2. 2-tddZ 232 HAldrich] 2258 gnjgk a4 A=E7]F
Refo g FEHATY, §4 197-199C, tle (10%HEs + S22XF), Ry = 0.43

6-oltiate-3, 5-t]o}m]=-1,2, 4-E & o}7 [CEN-083]

[CEN—115]01]/H ol g% A FAR oz ojrjgie FE2 B4k [Aldrich] S 2R E FAo AR7|FRGO R
SEATH, §3 304-306T, tle (209W1%hE + SREEF), Ry = 0.37

3,5-tolr e-6-[1-(4-S22HY)-1-A S22 ]-1,2,4-Eo}d [CEN-145]

[CEN-115]0oA] o] &% A} FA}3 vhHo g 1-(4-Z22dH9)-1-A| 272524 [Acros Organics] O 2
FE €& HojAAe & JAFHE F5HAY, 84 205-207C, tlc (109MeHe + 22X E), Ry = 0.54
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[0551]

[0552]

[0553]

[0554]

[0555]

[0556]

[0557]

[0558]

[0559]

[0560]

[0561]

[0562]

[0563]

[0564]

[0565]

[0566]

on

£=4d 10-1600636

3,5-tolr| =6-[1-(4-F22¥d)-1-A E2HE]-1,2,4-EZ o} [CEN-148]

[CEN-115]01A] o] &% A FAlgE WHoz  1-(4-F22Hd)-1-AEZ23e7t2 A [Acros Organics] o2
FE 2 HojA A Z ALFHE %Qﬂq,%@1Mﬂ%t,tcu%1_a+éé ¥8), Ry =0.39

3,5-Hopr] =-6-[1-(4-F 227 d)-1-A EZbuty]-1,2,4-E | o}3 [CEN-152]

[CEN-115]0 A o]-&% A} %/\}3‘} WHoz 1-(4-F22HY)-1-ANF2ZREF2 224 [Acros Organics] o2
BE @2 ag Aqrr|srRger $£EHAY, §4 187-189C, tlc (1549 e + 22X E), Ry = 0.62

3,5-Tolr|e-6-[1-(4-Z 223 d)-1-A 222 9]-1,2,4-E&o}A [C E N -154]

[CEN-115]91A o]&® Az §A}sl ur

Ho 2, 1-(4-FEEIAD)-1-ASEZZAFEH AL [Acros Organics] S
REE @e AP ARIFRFOR

FEHAS, FH 157-159TC, tle (15%¥EtE + S22ZEE), R =
0.55

3,5-Hopr -6-(1-A| 224 E-1-0dv€)-1,2,4-E&o}7 [5; R=AIZ2%Y, R~Ph, R=H] EAH|E [CEN-
163]

[CEN-115]°1A4 o]€® A} fA1e o r du-mdAZzaetolAEA [TCI Europe] 258 & a3
o AR ERYo R SEHJTH 16.6% A& 4 268-270C, tle (10%MErS + F2ZEE), Ry = 0.23

[CEN-115]01 A o]&¥ A fFAIGE WHo R (+/-)-6-HEA-L 3w d-2-t} T} EAHTCI Europe] & 24
H @2 vAZAY A2 F5FHAC, 10.6% 2FEF, §F 210-212T, tlc (10%™ES + S2ZEFH), R =

0.32

3,5-totr| :=-6-(9-4td)-1,2,4-E& o} [5; R, + R=FE, R=H] [CEN-182]

[CEN-115]o1A] o] &% A3} FAFE HHo R Atel-9-7}2 524 2F [TCI Europe] S 2H-E H& IagA A7]%
oz F=EHYY, 36.8% A=, &3 159- 161C, tlc (10%MES + E22¥E), R, = 0.42

3,5-to}u| —6-(1-0]| AZ2F-1-¥dHd)-1,2,4-Edo}A [5; R= o]AXEd, R=¥Yd, R=H] EAHE
[CEN-201]

[CEN-115]014] °]€¥ AFY HA}e oz du-oliAx2AFJolELF [Alfa Aeser | S 2HE dL nA4
A3y A2 Acﬂkqﬂﬂﬁﬁ%%,%@>3%T,HcU%ﬂ%%+§iiE%,&=032

3,5-to}n =—6-[1,1 H|A-(4-F22¥)ME]-1,2,4-E&o}F [5; R= R= 4229, R=H] EAH)E
[CEN-213]

2, H2-4-F229d)olEAL [Sigma Aldrich] & 2H-E 3|v|dt =

[CEN-115]914 o] &8 A3} FAl e
Bgog FEHAT, &4 > 300T, tle (209M &S + SR2EZXE), Ry = 0.65

Ag H ARTE

_36_



[0567]

[0568]

[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

[0575]

[0576]

[0577]

[0578]

[0579]

[0580]

[0581]

[0582]

[0583]

on

£5451 10-1600636

2-2gEeol g - 33 [5]

DS XX

5(3)-o}r] =-6-(2-H = A H Q)-2,3(2,5)-t) o] =2 -3(5)-0| ] =-2-1|&-1,2,4-E & o}& [CEN-105]

3,5-Hopr| e-6-(2-H 5 A #d)-1,2,4-E& o}zl (500mg), "E wWersXylo]E (0.50 g, 4.5 mmol) B W&

(15cm) & 40ColA 60%7F WHIAIH T, &9 VA A AZRHES dta, &L 880 YEYol(2am) 2 A
SheiTh. 2087k WHLAIZ Fol, ofwpel ola) AAE FASGI, B2 AHSD AZAAT. LA FHTE of
MESZE ARARAA, 1% B volA A ARAAERFow © A HHEUSmE 9T, npt 164-

166°C (effervesce).

Sabetel FulE A et wh:

5(3)-o}1) =-6-(3-FHA B A HD)-2,3(2,5)-t) Fto] = 2-3(5)-0] v] :=-2-w| &l-1,2, 4-E & o}x [CEN-106]

A FFELS v de A gRIV|FRGoR FEHUHE00mg), mpt 160-161°C (decomp.), tlc (20%
MeOH/CHCls), Ry = 0.31

5(3)-o}r] =-6-(1-} =€ )-2 3(2,5)-t] 8lo] =2-3(5)-0| v =-2-9&-1,2,4-E g o}A [CEN-077]

A ?ﬁfl% e 3% A9EA ARV|TEYSeR F5IHIY,  (420mg), mpt 191-193T, tlc (20%
MeOH/CHCl5), =0.34

5(3)-o}r =-6-(1-} =€ )-2 3(2,5)-t] 8lo] =2-3(5)-0| 1| =-2-H|&-1,2,4-E g o}F [CEN-078]

=

EA 3gEe wre uytx I e =559l (470mg), mpt 248-250TC, tlc (20% MeOH/CHCI3), R¢
0.29

5(3)-o}] =-6-[3-
A 3gES € 3 ARV FREeR F5HAUTE, (490mg), mpt 286-288C, tlc (10% MeOH/CHCl;), Ry =
0.21

5(3)-0}r] =-6-[5-(2,2-T] S 2 Q 2l 2] &4 2 )]-tslo]| =2-3(5)-0| v =-2-1| &-1, 2, 4-E & o} 7 [CEN-081]

TA gL de P Buz =59t (510mg), mpt 297-298°C (decomp.), tle (10% MeOH in CHCLs), R¢

5(3)-olr]|=-6-(2,3,5-EBE2 2 d)-2,3(2,5)-t] 3| =2-3(5)-°] 7] =-2-(2,2-1] ZF 2 2 €)-1,2,4-Eg
o}7 [CEN-085]

3,5-folH| x=~6-(2,3,5-EE2=2Hd) -1,2,4-EZ o}z (500mg), 2,2-UEFL2dE wE&EXYolE (0.50
g,) 2 wgkE (15am)2 40ColA 10087F WREE T, §HL 78 o] HxHa, a4 FFE2 0.880 Y=Y
of &N (B o2 HFHATE. 1083F wHAIZ & AFE Folo FAN JAFES FASIA, oA ESZEE
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[0584]

[0585]

[0586]

[0587]

[0588]

[0589]
[0590]

[0591]

[0592]

[0593]
[0594]

[0595]

[0596]

[0597]

[0598]

[0599]

[0600]

SE554] 10-1600636

AAAsA 7™, 2D

rlo
oldh
N
N
&
e
>
2
ofl
=
fr
4,

g %A FES 59t (145mg), mpt 168- 170 (decomposes).

5(3)-olu x=-6-(2,3,-TUZ22¥9)-2,3(2,5)-t 30| &= 2-3(5)-0) 0| =-2-(2,2,2-Ed ZF 2 2 d)- 1,2,4-E
o} [CEN-067]

3,5-Yolr] x=-6-(2,3,-tZ 229 d)-1,2,4-Eo}x (1.28g2), 2,2,2-EZFoz2dd EZZYolE (3.00
g,) ¥ guEdxFolu|= (5ar) EHES 1.5A17F EF 70Tl wukH Y, Aoz YAz F, &
0.880 YRl §H(3 a)o® AT HUATE. 2443 Ft wnky F GA EFHELS F(20a)® A F]H L,
A oA -FA o uA = AHRRE FANT. ZE@-2-F2RE AAAGSAZIH, €2 FA TAZE BA
3ES AU H(470mg), mpt 179-181°C (decomposes). tlc (DCM + MeOH + aqu.NHs; 3.5:0.5:0.25), Ry = 0.32

m& rlo

5(3)-ok| :=-6-(2,3,-H 229 d)-2,3(2,5)-H 3| =2-3(5)-°] "] :=-2-(2- o|&ZE2ZA) - 1,2,4-Ego}
2 [CEN-091]

3,5-toln =-6-(2,3,-tF 227 d)-1,2,4-EgJo}d (1.00g), 1-HEE-2- FEZ& (3.00 g), ¥ UWEx
FoME (dam) EFELS 48AIZF F<F 110CHAA e o). ARo2 WziA 7l &, dL& a2 uA7 44
stE vt AqAFAIZIAL, AqEHER A $ AXATZIE,  AAckE  5(3)-otke-6-(2,3,-TERZHd)-
2,3(2,5)-tslo] =2 -3(5)-0o|n -2-(2-F 2 &) "-1,2,4-Eg)o}x dlo]=2H E31E (450mg)°] F5H AT},

o) HPEL TEP-2-2(10 adol FANI, BMIEFL0pOR At 3AF FE ABFA
Fol, mAE EFRE oNAA §7) IAS AASGT. AATE B, F DAGE) BA ol 24
e, ol3g

E3lo] ols FAJ AL, A& = 120mg, mpt. 198-200C (decomposes). tlc (DCM + MeOH;
4.5:0.5),R; = 0.21

R=md

5(3)-otH] :=-6-(4-# 5 A7 d)-2,3(2,5)-t 3to] ==-3(5)-0] W] :=-2-m€-1,2,4-Eg o} vlgdeE|o]E [CEN-
102]

3,5-Holr —6-(4-H H A A d)-1,2,4-E|o} (500mg), "E wg&EXolE (0.50 g, 4.5 mmol) T wIEHE
(15ci)>  80%&3E 40ColAM ks ek, & 7|giejo] Axsa, oMEo=RE A FFeol
AAAsEH, FA Fdgdee mA e 55AT (525mg), mpt 174-176C.

A e A g3 g
5(3)-o}m] =-6-%d-2,3(2,5)-t)slo] =&2-3(5)-°]|H| =-2-H|€-1,2,4-E&]o}W W= X Y|o]E [CEN-051]

=

FA e

TEZ S5HAY, (485mg), mpt 230-232°C, tlc (20% MeOH/CHCI3), Ry = 0.32

5(3)-o}H=-6-(2,5-t] F 2254 )-2,3(2,5)-T] 3l =2-3(5)-0] 1| x—2-H|€-1,2, 4-E & o} A HeE XY o E
[CEN-053]

TA FgEL T Bug S2EETh (435mg), mpt 297-298°C, tlc (20% MeOH/CHCls), Ry = 0.35

5(3)-°}H=-6-(3,5-t S22 5d)-2,3(2,5)-T] 3t =2-3(5)-0] 1| x—2-H| € -1, 2, 4-E & o} A HeEZ Yo E
[CEN-059]

wa2 FEFATH, (295mg), mpt 234-236C, tle (10% MeOH/CHCL3), Ry= 0.13

M

FA e A

5(3)-°}H=-6-(2-E] o d)-2,3(2,5)-T 8fo] =2-3(5)-o| ] =-2-H[d-1,2,4-E o} w|g=X1f|o]E [CEN-061]
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[0601]

[0602]

[0603]

[0604]

[0605]

[0606]

[0607]

[0608]

[0609]

[0610]

[0611]

[0612]

[0613]

[0614]

[0615]

[0616]

[0617]

[0618]

on

£501 10-1600636

ez}
=

rlo
]

) HolExR F£EHAUTH, (505mg), mpt 201-202°C, tlc (10% MeOH/CHCls), R; =

o

rlo

BA 3=
0.16
5(3)-o}r] =-6-(2-} = €)-2 3(2,5)-t]slo] =2 -3(5)-0| v =-2-1|€-1,2,4~-EF o} We&E | o]E [CEN-076]

BA e E2 3 aAZ FE5HAGY, (590mg), mpt 243-244C, tlc (20% MeOH/CHCl3), Ry = 0.32

5(3)-o}m =-6-[1-(5,6,7,8-H| Ed}dto| =24 X E)]-2,3(2,5)-H 30| =2-3(5)-o| 1| =-2-H|&-1,2,4-EF o}A
WeEXdo|E [CEN-120]

EA SES €2 a8 ALFHHE 55U (480mg), mpt 236-237C, tle (10% MeOH/CHCI;), Re = 0.22

5(3)-oh| :=-6-[2-(4,5-H B2 R FE)]-2,3(2,5)-H 80| E2-3(5)-0| "] =-2-1E-1,2,4-EF ol wlgaXEo|
E [CEN-135]

A IJFELS vl e YN AR|FERSeR F5FHJY, (330mg), mpt 183-185T, tlc (10%
MeOH/CHCl3), Ry = 0.21

5(3)-ol =-6-(2-T EF L2 W EAHD)-2,3(2,5)-H3lo| =2-3(5)-°] 7] =-2-HE-1,2,4-E&o}X Hg&EY
o] E [CEN-146]

A gES e a8 ARV|TEYCRE FEHJY, (690mg), mpt 213-215C, tlc (10% MeOH/CHCIs), Ry
= 0.33

5(3)-o}r=-6-(1,1-t] H Qo € )-2,3(2,5)-t o] =2-3(5)-0] v =-2-1€-1,2,4-E & o} A HeEE Yo E
[CEN-149]

BA SEEe T ARV TESOE FEHIAT, (505mg), mpt 240-242C, tlc (10% MeOH/CHCl;), Ry = 0.29

5(3)-o}H=-6-{1-[1-(4-F 223 d) N E2HML}-2,3(2,5)-T 30| =2-3(5)-°| 7| =-2-H|E&-1,2 4-E]o}A 1
g< X Yjo|E [CEN-150]

FA e FuA AR TESOR S5, (410mg), mpt 272-273C, tlc (10% MeOH/CHCl3), R= 0.28

5(3)-°}H]=-6-(3-H| ¥ 4)-2,3(2,5)-g 30| =2-3(5)-o| v =-2-H[d-1,2,4-E o} w|&g&Xv|o]E [CEN-161]

EA FHFES W €L A MEV)FESeR FEHJT, (76.5% AHET), mpt 180-181T, tle (10%
MeOH/CHC15) ,R¢ = 0.36

5(3)-olu| =-6-(2-Z 2 2-3-Ef ZT 22 2w|dHd)-2,3(2,5)-t) 50| E2-3(5)-0|H] x=-2-H€-1,2 4-E o}z
[CEN-177]

FA StES d2 3N uAZ F5FHJAY, (81.3% AEFH), mpt 205-207C, tlc (10% MeOH/CHCl3), Ry =

0.35

5(3)-olu| =-6-{2-(3,4,5-E& 2 2 ) g9 d}-2,3(2,5)-t] o] = 2-3(5)-0]v| :-2-1|&-1,2 4-E 2| o}x  wWE&
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[0619]

[0620]

[0621]

[0622]

[0623]

[0624]
[0625]
[0626]

[0627]

[0628]

[0629]

[0630]

[0631]

[0632]

[0633]

[0634]

[0635]

[0636]

on

£501 10-1600636

X J|o]|E [CEN-194]

EA EES m de A AnrjErRdow FEHAT, (85.3%), mpt 192-194TC(175-180TColAH +%)
tle (10% MeOH/CHCls), Rf = 0.36

5(3)-o}u] =-6-(3-E2E-2-EF 2 BE-5-EEF 2 2 YH9)-2,3(2,5)-1 30| = 2-3(5)-0] u] :=-2-7 &~
1,2,4-E¥o}zl Hld#e]E [CEN-202]

T4 SEES €42 3 aAR FEHAY, (83.3% AE), mpt 277-279C, tle (10% MeOH/CHCls), R, =
0.35

5(3)-o}H]=-6-(2-2 2 2-4,5-T Z2 0 2-5-¥d)-2,3(2,5)-T] o] =2-3(5)-0] v :=-2-|E-1,2,4-E&|o}A 1
A# ol E [CEN-204]

ZA 3EEE T AREVFEYRE FEHAY, (87.6% AHET), mpt 319-321TC, tlc (10% MeOH/CHCL;), R

R=d4€
5(3)-o}r =-6-H9-2,3(2,5)-t]8lo] =2 -3(5)-0| 1| =-2-9 &-1,2,4-E g o}A we&E Y| o] E[CEN-052]

3, 5-tolr -6-dd -1,2,4-Eglo}d (500mg), °lE WE&EFHolE (1.0 g,) L oerS (10cm) S 4A17F <t
60CoNA = AT, BB 7|FAIA AZXHUTE. oIHNECZHE AAAGIAIE, FA AAAHHE @ F
33 Eo] FEHQTH (425mg), mpt 240-241°C, tle (20% MeOH/CHCls), Ry = 0.37

SAbA EHE RS Be 2

5(3)-o}1] :=—6-(2,5-T1 SR 2¥9)-2,3(2,5)-T8lo| =2-3(5)-0] 7| =-2-0]€-1,2 4-E& o} HEg&FyoE
[CEN-054]

A gEe v Baz =59t (515mg), mpt 264-265C (decomp.), tlc (20% MeOH/CHCls), Ry = 0.39

5(3)-olv=-6-(2,3,5-Ed|E22Hd)-2,3(2,5)-t]3}o]| = 2-3(5)-0| | =-2-9 &-1,2,4-EF o}A H&&¥E o]
E [CEN-055]

TA FFES T AAYPEHR 58715 8H(340mg), mpt 269-271°C (decomp.), tlc (20% MeOH/CHCl3), R; =

5(3)-o}1] =—6-(3,5-T1 2 2¥9)-2,3(2,5)-T slo| =2-3(5)-0] 7| =-2-0]€-1,2 4-E&o}d  HE&EFY|E
[CEN-060]

EA SFES FA ARV FEYOE S5, (415mg), mpt 217-219°C, tlc (10% MeOH/CHCl;), R¢ = 0.17

5(3)-olm] =-6-(2-El o 9)-2,3(2,5)-t) 3}o] = 2-3(5)-o| ]| x=-2-o| &-1,2,4-E & o}7 wWE&ILdo|E [CEN-062]

rlo

FA S - A

g Balg =g 9rl (390mg), mpt 194-196°C, tle (10% MeOH/CHCls), Ry = 0.19
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[0637]

[0638]

[0639]

[0640]

[0641]

[0642]

[0643]

[0644]

[0645]

[0646]

[0647]

[0648]

[0649]

[0650]

[0651]

[0652]

[0653]

[0654]

on

£501 10-1600636

5(3)-o}] =-6-(2-} = €)-2,3(2,5)-t8to] =2 -3(5)-0| "] x=-2-4&-1,2,4-E & o}7 Wg&EFo]E [CEN-075]

FA FES 42 FA ARV|TESFeR 55U, (500mg), mpt 175-177C, tlc (20% MeOH/CHCl3), Ry =
0.41

5(3)-o1:=-6-(3,4,5-E H 5 A D)-2,3(2,5)-H8}| E2-3(5)-0| M| :=-2-9€-1,2,4-E&o}F  HdETY||
E [CEN-119]

EA IFES 92 34 A2 5T, (515mg), mpt 305-306°C (decomp.), tlc (10% MeOH/CHCls), Re

5(3)-o}] =-6-(3-8] A 9)-2,3(2,5)-t3te] =2-3(5)-0| "] =-2-4&-1,2,4-E & o}z Wg&T|o]E [CEN-162]

EA SFES w9 2L A" ARVIGESCE FEHAY, (67.2% AHEF), mpt 224-226C, tlc (10%
MeOH/CHCls), R = 0.38

5(3)-ol| =-6-(2-ZF 2 2-3-Eg T2 2vdH d)-2,3(2,5)-tsto| E2-3(5)-0| 1| =-2-0]| €-1,2 ,4-E & o}7 n|
& ¥ U|o|E [CEN-178]

A4 stEe o

0.35

rlo

A AR FEFHATH, (76.2% A=), mpt 207-209°C, tlec (10% MeOH/CHCls), R; =

5(3)-o}H| =~6-(3,5 H]&-tert-FE#d)-2,3(2,5)-0ste|=2-3(5)-0]"| =-2-€-1,2,4-E&Jo}x] WE&EH]
o]|E [CEN-189]

EA 3gEe T4 AAFY R F5HAY, (55.6% 2HE), mpt 258-261T, tlc (10% MeOH/CHCI3), Ry = 0.44

5(3)-o}1] =-6-{2-(3,4,5-EZFE &) |9 d}-2,3(2,5)-t 3}o] =2-3(5)-0|u] =-2-9| &-1,2,4-Eo}A H&&
¥ dJo]E [CEN-195]

EA ES 42 3N ARV|TERISRE FEHAY, (69.2%), mpt 202-204TC, tlc (10% MeOH/CHCI;), Rf =
0.40

5(3)-0l1 =-6-(3-F R R-2-ZZ Q0 2-5-EFZTF o 2 Ed)-2,3(2,5)-t] o] = 2-3(5)-0| 1] :=—-2- o g-
1,2,4-Eg o} w|dgo]E [CEN-203]

B4 3FgES g e @A ARVFESOR FEHAT, (90.7% A=), mpt 277-279TC, tlc (10%
MeOH/CHCLs), R¢ = 0.39

5(3)-oln] =-6-(2-F 2 2-4,5-U) EF 2 2-5-74d)-2,3(2,5)-T] 3to| = &-3(5)-0] v :=—2-9] &-1,2,4- Ego}A
WA #o]E [CEN-205]

A 3EEL 1 & A AEV|FEIo R FEHQIY, (83.4% AFET), decomposes >245C, tlc (10%
MeOH in CHCly), R = 0.39

5(3)-°ot1]=-6-(3,4,5-E&H EA| 3 d)-2,3(2,5)-H 30| =2-3(5)-0]¥] =-2-HE-1,2,4- EF o} HEEE o
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[0655]

[0656]

[0657]

[0658]

[0659]

[0660]

[0661]

[0662]

[0663]
[0664]

[0665]

[0666]

S55461 10-1600636

E [CEN-101]

3,5-tobn]-6-(3,4, 5-E&| W EA ) -1,2,4-Egjo}xl (500mg), W€ wlg&EEvlE (0.50 g, 4.5 mmol)
e (10 af) 3 HWEEEOE (2an)s 3ARE E9F 40TAAM it =L 7137 742%1?’1
A FiEe TEW-2-EFEH AEAstEo] B ARV|ERG] A SHEs F53H (615mg),
258-259C.

6-olthatel-5(3)-o}u| =-2,3(2,5)-t] 3}o]| =2 -3(5)-o| r| =-2-W|€l-1,2,4-E & o}F wet& X |o]E [CEN-100]

6-otttrd-3,5-tol - -1,2,4-E&o}x (500mg), WY wEEZo]E (0.50 g, 4.5 mmol) ¥ HIEHE (10
an)e 2.5A1%F §F 40ColA wHtE AT, §NLE 78 Eo] AxFHI, ofHECZREH 1A IFES ALY
A7, FA MR ERGoZH #A| shgtEo]l F5HAUTH (435mg), mpt 128-130T.

5(3)-o}m=-6-[3,5-(H| A-EFZ 22 2 €)#Hd]-2,3(2,5)-t & o| =2-3(5)-0| 7| =-2-E-1,2,4-E&]o}7
e ¥ o] E [CEN-099]

3,5-Toln) =—6-[3,5-(H| ~-Ef ZF o 2ue)Hd)-1,2 4-Eg o}zl (500mg), #WE wWEEZYolE (0.50 g,
4.5 mmol) 2 WgkE (10 can)& 1.5A1%F &< 40TColA WHAIAT, EFEL 7|3A|A ARA7|aL, ofHES=R
FE 1A FFES AAGSA A A AP © 32A4 =] 55U (615mg), mpt 179-181°TC.

et

5(3)-oH] =~6-(2-F = A ¥ d)-2,3(2,5)-d o] ==2-3(5)-°] ¥ =-2-(1,1, I-EFEF 22 d)- 1,2,4-Ego}7
[CEN-098]

3,5-to}r| - (2-F A A H)-1,2,4-E o} (500mg), 1-89E=-22 2-EfZFQ 2o [Fluorochem](l 0
ar) R AERE (10em)> D&E FRUAA 12447F 53 40CAAlA adtE] Ak, §HL 7|3ty o] Axy i, X

FES 880 tEYCl (2 an®E AZEHAT. 2023F wkE, AT oAl o) FAHL, B AHEHIL, di
St 24 AFed oMEoRNH AdAsH, B AR ger ®© #Al sgEo]l FEHAG

(400mg), mpt 175-177C, (resolidifies), 254-256 (decomposes).

CEN-116
CH,SOH 0 CH,SO,H
Me_ _N N_ _Me
N = =
= P 2

HN/KN NH, H,N N)%NH
H|~-Egolx (500mg), WE HetE¥Uo]lE (1.00 g, 9.0 mmol) ¥ tHEXEoln= (5er)e e godlo] 4=
52 w712 (2.541%F) 80TCollA e AT, wutE EFES -45TC =2 %7%121 , Be A uArE A4
NEI2(5em) S SR AAtd AES ous F3lo AN, TER-2-S2RE AAASEA, vA
g w3k e 1A 35HE] 5 tH(335mg), mpt 214-216C.

5(3)-0l1 =-6-(3-ER2-2-ZF LB 5-EFZF e 2MdHYd)-2,3(2,5)-H 30| = =2-3(5)-0] 0] =—2-
(2,2,3,3-HEFZTRZ 2T 2Y)-1,2,4-Edo}x EFIZFo2reb& T |o|E [(EN-210]

3,5-To}H| =-6-(3-F R R-2-ZFQR-5-EgZF e Endnd)-1,2 4-Edo}x (1.4g), 2,2,3,3-HEIHZ
2xa3 EFZYo|E [Apollo] (1.5g), BE-2-2(10cr) ¥ vlWElZEoln=(3 WUL)E 1.547F =< A
A, 80THA WHHAIZTE, &AE 7|SAIA AAI7]3, FRES 880 dEYol (2an)Z A=At 20
gk & JE AP uA7E AHE Tk FAHJL, 22 AFHE, AxHJo. GAE AES oA
2HE AA4A7]A AP AR TR %A BgEo] 55Ut (370mg), mpt 227-228°C, tlc (10% uﬂ

o
o

-

[¢}

Wb
[o =
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[0667]

[0668]

[0669]

[0670]
[0671]

[0672]

[0673]
[0674]

[0675]

[0676]

[0677]

[0678]

on

£=40l 10-1600636

5(3)-ol =—6-(3-E22-2-ZF 0 2-5-EF ZTF 2 2HEHd)-2,3(2,5)-t o] = &2-3(5)-0] 1] =-2-
(2,2,3,3,3-HAElEF o2 29)-1,2,4-EF o7 EFEF 2 e&XYo|E [CEN-211]

3,5-Hope-6-(3-E 2 2-2-EF L E-5-EgEFezrdydd) -1,2,4-Egopxl (1.4¢g), 2,2,3,3,3-HELEF
cwxayg EfEYE [Apollo] (1.5g), F&-2-&(10cr) % tMEEFI=(3 B&)& Axslo], 2.547
SF 80Tl A wRHATH. &AL V|gtHo] W e AN DAV ATEnt. AAME AEL opAE-
el 22iE AdAsted W A2 AP ARI]FREe] FA srgEe] F5HAT(1.36g), mpt 221-214T
(effervesce.), tlc (10% W&~ S2ZXEF), R = 0.45

3-o}m|x-5,6-8] 20} 1,2,4-Eg oA 33E - #A [6]

Q R NH
o,
R + H2N N
o H
1
R
Ny
L
[
—~
. N~ “NH,
2

3-olH| -5, 6-H]| 2 (4-vded)-1,2,4-EZ]o}A (2; R = 4 - Me) [CEN-126]

4,4'-0 A (2.38g; 0.01 mol), oln:="rolyd njAw A o]E (3.33g; 0.0125mol) 2 ofek& (10cm) &
S Bdo] olglA Za(4A1zh), AHEA A AAE wrhA] AEFsel] JFEEAT. E3HEL Fdl &7
o] & wi7tx] 7]3te]ar, 880 Yol + B (1 :1 ; 4de)E A7FHUT. AYTFH, Fe G ARI)FE

o] HAFHYTE. AEL AR, EE + B (1 :1)2 AHE T, AFolA 45Tl AxF AT
2bE% = 2.65g (96.4%)

Mpt = 134-136°C (lit. 132-1347T)

el

3

il

ot

3

M
tlo

o] g3ted, L 4ol FEHUY, 92.3% (mpt = 133-135T)

(AR g7t e 5,6-°]2 ofd 1,2 4-Egobdlel g 2 YW &d BP. Mallikarjuna et al.; J
Zhejiang Univ Sci B. 2007 July; 8(7): 526-532 [http://www.pubmed central
nih.gov/artlclerender.fcgi?artid=1906601])

3-o}m| -5 6-H| A (2-222¥d)-1,2,4-Ed o} (2; R= 2-C1) [CEN-132]

A7) S olgstel, 4.4'-HMEAMA obrleFoh]el W avYeol 2 WeAA Folstdth. EA 5
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[0679]

[0680]

[0681]

[0682]
[0683]

[0684]

[0685]

[0686]

ol

(¢3

o o
=T e

1

r

3-o}u|=-1,2,4-Ego}A WA o]E (4) [CEN-155]

S A NEVSEGo R FEEAT, 91.8%, mpt = 240-242C

3-oln|=-5,6-H| A (4-H| EA1HQ)-1,2,4-Eg o} (2; R=4-Me0) [CEN-127]

oj-gste], 4,4'-Hu|EAMIEA opr|imFrod Bl AH Ao ES

47) HAE
e ge 34 FeolER £EHIT, 9256, mpt = 179-181C

NH

O 2
'

47) A& olgdtel, oHILFERAE@)S oy wopy]
o, guebE ol§d 9v1% wAE AFHUY. ®A 5

83.2%, mpt = 264 — 266°C (froth)

on

y

A7 S o] gste], 9,10-HFEUAF=(5)0] olnTFolUd nlAHAHO|ES Wh3A|A
e uro o] ARV FRGo R FEFHT, 99.2%, mpt= 272-274TC
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[0687]

[0688]
[0689]

[0690]

[0691]

[0692]

[0693]

[0694]

[0695]

3-o}u|:=-5,6-H| A (2-FH)-1,2,4-Eg o} [CEN-196]

L ne
N

/
0
o A N
\

T~ N7 UNR,

1,2-9)(2-F9E)-1,2-t]>[Acros Organics] (2.85g; 0.015mol),
0.0225mol) 2 €& (20cm) o] WRbE E£3FE2 U EZo] Holgl
. E3ES &4 "84 FE Bt AdATa, VIEAA A

+
[

ai)Z GNFANNY. AT, 2 FAAgeE s BAEA
BlaL, 45C, AFolA AFXA A,

~

W= = 2.50g (73.1 %)

Mpt = 211-212C (effervesce.)

3-olu| =-2-HEd-5,6-H] A (4-FEHd)-1,2,4-EFo}7 H A o|E

b - oz u=

Mg o3 1?1

on

2
=

obl 1 FohlEl
A Bs WW}X](ZA]G) A

880 =
a2, kS +

(7) [CEN -134]

CH,SO,Me

I +

O N~ NH,
Me

3ot -5, 6-H] = (4-HE Hd)-1,2,4-Eg] o}z (500mg),
S 40TCoAA 24A12F 5F WHkAIZ] AL, 7]SFAIA AZRAFTH
WAL A AP E Y 24 SFES AU

ArEEF = 620mg (89.2%)

_45_
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[0696]

[0697]

[0698]
[0699]

[0700]
[0701]

[0702]

[0703]

[0704]

[0705]

[0706]

on

££0l 10-1600636

Mpt = 205-207T

3-opH| -2 -¥|Ed-1,2,4-Ego}7] H A o|E (8) [CEN-136]

N
‘ | /)\ +  CH,SO,Me
N

‘ N." _Me

Z >N -

S (LT enso,
O N”SNH

8

3-on=-1,2 4-E] o}z [6] (500mg), WE wWEEIXYolE (0.5cm), YHEEEoln= (0.5cr) 2 #HEL (10
ar)2] EFES 60TolA SOI{} WRIA 7|2, AAE A A 2oalo Moo 24A17F ok AlYFEUTt. H
e AL g ZHOEE oFA7|a, oAE-HE(1:DE MAAZZ, AXAHCT. AEZF = 530mg

(73.3%) Mpt = 277-279C

ngl
2,4-Tlop=-5-(2,3-t1 222 ) A mY, [CEN-41]

mp 289-291C, EP- A- 0 372 9344 A s Ao olaf F=H|3}FAT}.

4(2)-o})=-5-(2,3-t] 22 2 ¥ 9)-2,4(2,5)-t] Fto]| = 2-2(4)-o|H =-1-7& S aud [CEN-42] 2 4(2)-o}7]
=-5-(2,3-0 222 59)-2,4(2,5)-tste] = 2-2(4)-o] v =-1-w & =) & u| A [CEN-43]

2rde (8 nl)2 2,4-topu|=-5-(2,3-HE22Ad) I v (0.75 g) AEE (12 ml)e] wwte #ekeid
H71elr.  EIEL 45CHA 6417 Fob wntEQa, Aeoz WzkEY, o€ Z(70 m)Z A EYL. I
A AT AHERAL, ARE Fakd AASIAT. o] 24(0.9 @2 0.88 4 dEYel (6 ml) F (10 mDE
2AIHERE WHHE QI WA T A= o I}E Fot AAHI, MFAA dEEHo|, HESREE AZAsE,
0.25 g9 4(2)-ohv=-5-(2,3- TEREHL)-2,4(2,5)-H3 o] =2-2(4)-ov| w-1-H -T2 d& AATE, mp
226-228°C (decomp. ).

AYE o, G AHoR 4(2)-oln]x=-5-(2,3-T FEEHH)-2,4(2,5)-t] o] E2-2(4)-o| | =-1-H| & 3] 2] v &
o2 HAHY, veteZRE AAAFAZACT. mp 289-291C. & 0.24 ¢.
1 H (500 MHz, dmso-dg) 3.52 (3H, s, NCH3), 7.37 (1 H, dd, J = 7.7, 1.5 Hz, aromatlc H), NH), 7.4-7.5

(1 H, brpeak, NH, exchang.), 7.48 (1 H, t, J = 7.7 Hz, aromatlc H), 7.76 (1 H, dd, J = 7.7,1.5 Hz,
aromatlc H), 7.95 (1 H, s, Jgvd H), 7.8-8.2 (1 H, vbr peak, NH, exchang.), 8.25 (1 H, brpeak, NH,
exchang.).
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[0707]

[0708]

[0709]

[0710]

[0711]
[0712]

[0713]

[0714]

[0715]

[0716]

[0717]

[0718]
[0719]
[0720]

[0721]

[0722]
[0723]

[0724]

[0725]

[0726]

[0727]

on

£=40l 10-1600636

2, 4__]:] o]_u] - 5—(2 ,3, 5—]_5_3] %iiﬁﬂ ‘é)rq E] U] = [CEN-047]
FAe] ygnd -33E BW 1003C87.

2,4 o e-5-(4-22 230 d)-6-1d-9 27D [CEN-048]

T2 I ud, PYRIMETHAMINEC. 2 A== RS o] 8715,

= |
2,6-to}n| =-3-(2,3,5-EZEZ 29 d)J &7 [CEN-86]
mp 168-70C, US 53] 6,255,3070l4 ¥ wiol ofs] &u|= 3.

2,6-tjo}n| =-3-(2,3-t|E = =¥ d)n 7 [CEN-87]

mp 150-153°C (decomp.), US E3&] 6,255,3070|4 A5 wHd] o3 o5 AT).

2,6-tjobr| :=-3-(2-14= ) F 2t [CEN-88]

mp 163-165°C (decomp.), US E3&] 6,255,307 A5 W] o3 8|5 AT).

2,6t o} =-3-(2,2-) EF S 2l 2] &&-4-Y)F 2 [CEN-89]
A 1

([ Ao (2,2-1) 7 2. 2 AT S & —4-0) W & o] ol Al Eholu] | Bho] = 21 o] =

ol ol A Elelm Y Tllo|ER2HZrlolE (1.14 g, 4.9 mmol)E 4-ZL=29-2 2-T|ZF o 2wl 2r]LE (1.0 g,
5.4 mmol)9] wEHE (25 ml) % Vol AF- H7FEdek. Alolutol=Z-F (0.32 g, 4.9 mmol)o] &Y HEo 7 3
Zbe A, EFES AR 4AIZE FF wRkE AL, 50Cel A 24417 ot wHkEY. EES WAHI, HF

ol w
oA fule AAFAG. FHRELS AE oMAHCIE (25 nD)E & (14 mDA &3
o] o3 AAE I, AZREHJT. AEF 0.40 g

Koo
ol
1
3
L
2

@A 2

2,6-T|0bv] -3 (2, 2T B F 0 2 2T & —4-) 9] 2}

2dF FAs 31E5(0.20 g, 4.8 mmol)> E3I7F &5E w7hx], 58, #HES(20m) ol wurE AT, 2-{[ Ao}
—(2,2-UZ 29 2l 2] ~-4-2) g ]o}n| - jol A Elolu] Yl Flo]l=2H Zwlol= (0.40 g, 1.1 mmol)E 583+
o] Ax UREA HulEa, NS ALo|x 3.547F FF wWHkE Q).

o] §NLE HFNA 2mE EFHFAT. BUm) o] H7tE I, JHAEL AHRE B wa, AU, E
ZA-sAo 7 HE AAASAZ|H, e 4A AR @ FA FFES 4E=vH0.14 g), mp 135-136TC

[CEN-90]

2,6-topn| =-3-(2,3,5-E 2227 d) 9 2} (180mg), "IE wigkExvlolE (360mg) % HHEEXEolr= (2.3

ar)e] EEELS 100TColA 15%83F kAT, Aoz WA & JHEZ(10ar)E H7IsHE, A& HA o
A4 HAEo] AAHAT. e S 7ME uebd WYz, AFES ofHECRRE AAsEW, 34
o 717k = 1A (180mg) 7t A==, §42 AUz ;.%E}
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[0728]
[0729]

[0730]

[0731]
[0732]

[0733]

[0734]

[0735]

[0736]

[0737]
[0738]

£=40l 10-1600636

on

A AEd-, Axed-, olaAAxed-sdor SHHE
$1014 #HE e ddzold sgel GAlaA #E 4 sl

3,5-Hopu] :=-6-[3-(2-2 229 9)]-1,2,4-E& o} [CEN-164]

N Cl

\

2
A71e A A E 3,5-topr ie—6-o}E-1,2,4-Egjolxle A o] &H A AR WHE o] &3], 2-FEEUA
gAF [Sigma Aldrich] 25 H F5HHAY. &S S}OII—E}%Q_EE—H do FYM nNAAE TAR FE=5F

A= hl
Ak, 93.3%, &7 265- 266°C (effervesce.), tlc (10%HEFS + F2EXE), Ry = 0.35

3,5-Hopu] :=-6-[2-(6-2 229 d)]-1,2,4-E& o} [CEN-166]

3,5-tobne-6-0}&-1,2,4-Eg|o}xl oA o] &¥ A} FAE WyPor 2-F= 29 Ze I Fluorochen] & 25
B S5Hth. AEe delmetEonte e BN AR/ERFOR £EHAG, 93.7%, 4 300-302

o= 1
T, tle (109" &F2 + F2ZXE), R= 0.67

3,5-Holu =-6-[3-(2-F 5 A1 H 2 ) ]-1,2,4-E& o7 [CEN-167]

A7l 3,5-Holn e-6-0}E-1,2 4-Eg|o}zlo A o]8H A} FAGE oz 2-#H=mAIYFZEA [Acros
Organics ]S 2HE FEHr}. AHELS slojmglEo o HE A AA4Y 1A= 5990}, 81.7%, &4 223-
225C (effervesce.), tlc (10%H e + FEZXE), R = 0.28
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£=40l 10-1600636

[0739] 3,5-to}n| =-6-[3-(5,6-tE =229 d)]-1,2,4-Eg o= [CEN-168]
Cl N
| N
Na
Cl Z ~N

2
[0740]
[0741] 47104 A 3, 5-tlobr|e-6-0}d-1,2 4-Eoldol A o &8 A FAF WHow, 5,6-TFRRYAR
[Sigma Aldrichl2HE FEHAUL., AEL slolmgEoz Ry dL Az ANRIEFERYG o=
=10}, 73.8%, stolmEE, & 258-260C (effervesce.), tlc (10%HMEFS + 22X ), R, = 0.28
[0742] 3,5-Ho}r| =-6-(2-FA=Y)-1,2,4-Eo}A [CEN-173]
|
N N
B
/A
H,N” N7 "NH,
[0743]
[0744] A7lelA AwE 3 5-goju—6-o}™-1,2 4-Egjolhol A o]g&¥ A FAEE Wyloe=z Fddal
[AcrosOrganics] S 2 FE F5FHATH. e E& AxpN] nAAAE uA=2 =5FHAY, 39.0%, 3 197-
198 C (effervesce.), tlc (10%" ¥ + FEEFXE), R = 0.42
[0745] 3,5-tlo}m :=-6-[3-(2,6-t1 2229 d)]-1,2,4-Eo}7 [CEN-174]
Cl N Cl
]
N Na
B
/)\
H,N” “N” TNH,
[0746]
[0747] A7) 3,5-tobn] =—6-0}H-1,2 4-E ol A o] & 6-tEF= 2 IE}

)
sl
A=)
rlo o
~
>
ot
ol
i
o
fru

[Fluorochem] S 2 X-E FEHJTt. AELS sloj=glEo g HE o
83.4%, &7 255-257C (decomposes), tlc (10%™|&F2 + 22X E), Ry = 0.38
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£=4dl 10-1600636

[0748] 3,5-H b :=-6-[2-(3,6-0 2225 d)]-1,2,4-EF o}z [CEN-188]
N
N
o
[0749]
[0750] A7 A AmEE 3,5-t]o}u]-6-0}2-1,2 4-Eo}do| A o]LH A} HAE H

i

s

[ ’
Ft2 544 [Apollo] S 2HE F5HUT. AHe2 Shol=gtEo 2 RE 2 AXAY ‘]—‘17 TR =R
A}, 86.5%, &7 264-2667C (decomposes), tlc (10%H|EHe + F2EZXE), R =0

071 3,5-H ok :=-6-[3-(2,6-H E22-5-FF 2 29219)]-1,2,4-EF| o} [CEN-190]
N\\N
//I\
N NH
[0752]
[0753] A7)l A Mg 3,5-t)obn]-6-0}T-1,2 4-Eeloldlol A o] g8 ¥ FAG WHoz, 2,6-UFRE-5-EF
229gd Ft2544 [AcrosOrganics] 2258 F5H AT, e dlo|=gtE o2 e @2 AxpAY AR
TRGOR FEHAUC, 45.66, §F 255-257C, tle (10%MeE + SREZEE), R = 0.65
[0754] 3,5-tlobm| m-6-[3-(6-2F 2 2-7 2 Y)]-1,2,4-E] o} [CEN-191]
[0755]
[0756] 7oA A 3,5-T]obu] - _gmes

1.2 4-E2joplol A o] 85 Ak FAb J%ﬂgi 6—%§
BE Fo|ugEorRE & AR ARIE
+ 222XF), Ry =0.23

6-©
[Fluorochem] & ZH-E 55t}
80.2%, &7 246-248T, tlc (10%M =
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=53 10-1600636
[0757] B. 4714 &4

N %\
[\N Ji‘ N <\]N j I
NN T ANy i SN
S T
N~ NH,

HN" "NT TNH, H,N

[0758]
[0759] 6-7ld X0l FARSE BAH(2-LFA-) D (4-LFA]-) 28
R _Nx
I /)\
HNT N N/\
(N
“Me
olmj, R=dHl 2=, ClydHE, 2
Eg|otzl Ale|=ol 7|t S5
Ze g M
[0760]
[0761] C. A¥=E &
[0762] 3,5-fop -6-(1-Z2H Fe)-1,2,4-Eg o} EHHO|E [CEN-170]
Me
N
Me i SN
/*
H,N" "N” "NH,
[0763]
[0764] 3,5-Hot| x-6-o}H-1,2, 4-E o}l o A o]&H Ay} FAMS WRoR 2-Z2HMER=HAcros Organics] &2
FEH FEHAG. B 22 Ay Y uA AR S5, §4 228-230T, tlc (10%HHE + F2

E¥XE), Rp = 0.45
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[0765]

[0766]

[0767]

[0768]

[0769]
[0770]

[0771]

[0772]

gl SRS A AAWE Faw ol FASA el

Me Me
Me Na
N P
Me \\N P
H,N NH,

N

Me

Me
~ M N
Me ‘ N\ N e\/\/j \\N
A H NN

N~ NH,

D. FA=ALED 54

3,5-Holn =-6-{1-(4-FZ 25 FA))-1-Hd}o| €-1,2,4-EF ¢} EAF|E [CEN 215]

Cl

3,5-to}u| -6-0}d-1,2, 4-Eg|o}7l oA o] ¥ FI FAIGE WHo =,
[Acros Organics]OZHFE F5FHIJT. o] AEL 42

268°C (decomposes), tlc (10%MES + F2EZ¥F), R, = 0.45

_52_

on

2
=

£ol

10-1600636

2-(4-F 2 29 5.4 )-2- ] W 3 2. 9] &4
Wlol A8 vMAAYY AR FEHIAG, §3 266-



[0773]

[0774]

[0775]

[0776]

[0777]

[0778]
[0779]

E. 9¥d 6-dd LA
Na
R0 | :EL. N
(o) N
_ o |
H,NT N7 TNH, HAN N/)\NHZ
Plus 2- and 4-substitution pattern procedure [3]
S S
0 (0]
o. 0
S S
procedure [3]
O Ns Ny
AP P SORRBS:
HNT N NH, HN” N7 NH,
procedure [3] procedure [3]
F. 71&
Amino-Pyrazines
5 o)
r »l
N\
Me >N =
| N~ "NH,
HN N//I\NH2 R2
procedure [4] R1=R2=2-Cl
=4-Cl
=4 -OMe
=4-Me
=H etc
G. Hobil=- St & HeHe e

T B
H,N N7 NH, H,N N/)\NHz

1

4

33

rle

2 87

d Egopzlel i) 7] vekdl st fAeHAl R71E =9AE
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[0780]

[0781]

[0782]

[0783]

[0784]

[0785]

[0786]

[0787]

[0788]
[0789]

[0790]

[0791]

on

£5451 10-1600636

BN H2E
shobAlel BFEEE Tt Lol theFd B4 i) HAES ALk

2389 A
~38Y ALe AP HEF AL Y B G 2AES sk SFEe dds)de wetdn. o &

=]
5
gate], RE FES JEF AY BA(H A9 AFEDcom [c]Felde WaEA-$Ed H)S 7
o '

AW, 23 10 G AR FE-ET FHomRE AT o] dolHE udas] faie, [HBTX-Be 2
e AdAE duE s O 16 e S4HE
& Aeld, AgE Eelolde vstolmzEeolE AATADIR) Bel AT AsBdolehs Aotk

(McCullough and Bertino 1971 , Cashmore et al, 1975, Booth et al, 1987) and Sapse et al, 1994). T}<k3%h
¢t X & DHFR®] AFEZ(HEEZHAo|E9} Z2)o] o] &% =t|(Suster et al, 1978 and Niculescu-Duvaz
et al, 1982) o5 &49 Azlle AXE &S HAst, oot 2 R (AE AAelA)= Slsted, DHFR A )
54 7Py E4do] & 4% Ut} (Skalko and Gold, 1974, Feldcamp and Carey, 1993 and Buckley et al,
1997). s}etEe] DHFRO e Asjedoleta wrafxd, ojsp ¢ sd=52 AA7E FAAZMY] s8&
74 Aolth. DHFR 84 AdE ZAskd @ 71X whgSo] olfEn, B A1 9akd, v [H] WE
EfAelE Ats Asfste sheh=el EaE AAstHOlyers et al, 1975 and Rothenberg et al, 1977).

X =59 A ] ofr|EE ARdoz xgHe] & F e A}
A Z-E(hERG) ZF MY (Inward rectifying, Ix) &9 Adtt. o] Ade] 4
<]

oo o
to 1o

Fe FsAS W] A8 488 o] AIVE WERFGE TAAZIE AE vl CHlolaenEe] A% A3
g Z74ste] Bobanh. o] B4 el HuH AFTS 0 10 M ANE FYse) HAERD. ANE F3
she e 106 14 9080l 23, 7 SHgEel U@ FAE 16 ANSE o] b,

A7) zaed BAE QR RAE AY Bel o we 4SS e, 4% UEE A AW 24E )
Ae SARES BV, o1 SHFEL O A Astel, olmel klelstn Aol vhaf o= A % @
27t g

A o diy = FHA @ AA 248 BE AAX7]E=(Snith et al, 1997) AFEF 71 (Sipatrigine) 2

AU ES} e =5 3 mdoja et AAA AE AFES H353E)(Hains and

Waxman, 2005)& Al = Btk bk FE AdE R 2 Aksly EAX 93]

g 5 &4A717] uE |

olojHt,  ole} e (H7]H = et ‘L%LD}(AstruD et

al 1981). webA], A7 giAb 48 A2 5 A slivke] 0.4om ZHY ATP 325 FAA7E StEe] a9

7} o] &= AT

Ad AA

A A AHESE € FEE FH|

Wistar % F(175-250g) 9] A¥(&¥/Fdo] AL AA H)E o]&sl HAPS AP}, o]&5= v&2

TE FolEd RE »=HE 9o, 2E 238 K TE(Scientific Procedures) W&, 1986 2 19864 11

4 2492 FHAT A H(86/609/EEC) o =3te] AA =, 71d 2 AT o FES £ F, A (4Y/
37_ 5]

FAo AL AA H)E ANEEA 2 g WztdE 0.25M A2 23E AV SAE EBE A

[‘F

l

*

AHESAIESS EFshe &H] B ol vEZ=gor H)e
A7t e Potter 8712 A (EAdE TH)E ®71L, 900rpme=z HA
71¢] 83] §drhe ~ES] o8 HEE

O
j=s)
==
oo
iy
o,

de WztE 0.25M AR~}
Braun Potter SEE F&% 743}
FAZEL 1027, 4T, 1036 x

=
il
-0,
o
ol
ol
&
=
i)
o
>
N
i
o%
oX, rl'ﬂ,
rﬂ

goll A AR, FAS FAsT. "olsls A2 ATl et Zol Az FHlE 45 JdgE 0.25M
ARz AFEE L, 942 GAE wEESY. A 2HES Boal, 1583 4T, 40,000 x g (H
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[0792]

[0793]

[0794]

[0795]

[0796]

[0797]

[0798]

[0799]

[0800]

[0801]

[0802]

[0803]

[0804]

SE554] 10-1600636

H)olA AR, YAE FANE G- B dFd md 20-25mge] FEE T B dF A AF
= Ak

ol 849 A5 WZte 50mM pH 7.4 HEPES ¢H59ls ¥Estsle W7ty FHE Fo] gRle Y& o5 AlA
#AZEo] FHHATE, EFELS AW £xoA Ultra-Turrax™ #23}7]9] 3 X 5 sec burstol] o) #23}5
Ak, AAE FAFEL 1587 4T, 40,000 x g (Ha)olA A8, a2l FHAe . A=
AAL A2 FujE A5 9748 pll 7.4 SF AT Ze)) oul SF o AFEA7|a, YAEY GAE
MR s, AE ADe BA gFl W 20-25mg SEo|A [HIBIX-B SFEoluje] A A E gl

['c] Tolud % 2 ['HIBIX-BY AF

= 7% %ﬁ%-ﬂAEQh»ﬂﬂ“q TE U AUME Umt ZEZEE HAE FEE o|&3te] AAHS
2 DMSOOl Sl = AL, DMSOS]l Hh H57) 2% v/ve 2IeA] FE= B H7IE A},

o
I
(m
E?L‘
mu

[CITolig %

[0l Foluel % 242 pauwels PJ et al (1986)9] WS o] &3ke] 223027k, 30TolA A A 5o
AT},

JIN'

45

FFE: Pauwels PJ, Leysen JE, Laduron PM. [SH]Batrachotoxinin A 20-alpha-benzoate binding to sodium

channels in rat brain: characterization and pharmacological significance. Eur J Pharmacol. 1986 May
27;124(3):291-8.

['HIBTX-BY] A&

CHIBIX-B 23S Catterall et al (198164 Al WES o] gake] Axahy, t wjek vj=o]d & &3 o
Buls} TIXE A2k Qi)

33 Catterall WA, Morrow CS, Daly JW, Brown GB. Binding of batrachotoxinin A 20-alpha-benzoate
to a receptor site associated with sodium channels in synaptlc nerve ending partlcles. J Bio. Chem.
1981 Sep. 10; 256(17): 8922-7.

[H] WEEdLcE 2%

BEE GE 4T B do)ddA AAEAY. A2 dad FHe 3¢ 250 E5 W7t AR Rl A
ﬂi ALl 15mM YUELEAES ¥+ 50mM pH 6.0 ﬂ&%%ﬁumwéﬁ g)oll A A= ATHU-

uttax). AAE TASES 2093 47,500 x goll Al AR, FH AL (A GABE AA] st
FE &5 Tl AFHAR) AFEA7HA

ﬂo
(e

-80Ce H#F AT Rothenberg et al).

F 3 FAIE AN EHEA 1] HEEZAo|ES Ag A= Arons et al, 1975014 AHel= Ay 72

(o) )
o 71¥Aer HAAFHAY. Ay FE-a3 S FiE 1CGo #F B dE2wd A7k EEGACE 2

g A0pM HE F=) Huste] 24d AuE= Atbdn.

#3173 Elliot Arons, Sheldon P. Rothenberg, Maria da Costa, Craig Fischer and M. Perwaiz Igbal
Cancer Research 35, August 1 , 1975, 2033-2038,
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[0805]

[0806]

[0807]
[0808]

[0809]

[0810]
[0811]
[0812]

[0813]

[0814]

[0815]

[0816]

[0817]

[0818]

[0819]

[0820]

[0821]

[0822]

[0823]

[0824]

[0825]

[0826]

on

£5451 10-1600636

IC: w9 A4t

deles [lo Yebd 33 Zo], Hatx AF 359 sen 2 YEPHATE. 1G53 tho] Aol wheh, BAksE
e A EE logy % vs. AFE #IE/ToUd FHE ERI 42 FolUd FF A FAddA T

y = Rmin + Rsp / {ltexp [-n (x-C)1}
ojuf, y= bound (dpm)
x = logy 3¢E 5%

Rmin = W2 HAA (7, 100% A3))

Rsp = A% A2A-Rmin (7}, So]4 A3
n = slope (loge)
C = 1Cx (FFHE, 5ol& A9 5095 Aslsted 875He %)

3jal &elo]2~ E2](Hippocampal slice assay)
AZRE 77 Fowler and Li (1998) © W< o] gate] 0.4m 7 vl Zetolzold ZAHAT, o, =
oA El o] E (400 uM) A =4S el o] &H AT, SRHE (B 30 pM)2 FEsl AslE &uhe]l~ ATP

FEE 4447 weol da) HEZEEA0 1)'H 47 v,

bt

1. Fowler J C, Li Y. Contributions of Nat flux and the anoxic depolarization to adenosine 5'-
triphosphate levels in hypoxic/hypoglycemic rat hippocampal slices. Neuroscience 1998, 83, 717-722.

2. Reiner PB, Laycock AG, Doll CJ. A pharmacological model of ischemia in the hippocampal slice.
Neurosci Lett 1990; 119:175-8

3. Boening JA, Kass IS, Cottrell JE, Chambers G. The effect of blocking sodium influx on anoxic damage
in the rat hippocampal slice. Neuroscience. 1989. vol 33 (2), 263-268.

ATP % &9 574

M Lol ae 259 A7, AAE FE3ES 4T, 10000 x g, 553 SAREHEAT. A AS A
2 FHo| wehfar, ¢l dolglE AdANe AF Fddd & AAHQT. AW 0.5 ml 0.1 M KOHAA =
Sotd o3 AFAEH T, AHE FEeHS 3027k 37CAA FedA WA 7 HA et}

iferase A 2F(ATPLite from Perkin Elmer)3} &&3}o] 60 Ao SAHE, 964 =4

Gl A FrEE BCA™ whalE B2 (Pierce) o2, ®F 7]E gy RS o] &3l SHH A

ATP 5% mmoles/mg @92 UENI, AARIASF(HINE 1M o] gy} AA wlmel] 93] AAatE
Sk,

hERG:

B A7 AxF MERGE WHAA7)E= HEK-293 AEo] [Hlokxuw o) 10uM 23 FLoA o5 AHE
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SEE5
=24317] 95to] MDS Pharma® B AT Ad S22 I} 1,003 7FAsE, Age 5% Ul#] 956 A= e
W e 1Caks A 4= 91& Aot (7] ).
[0827] L-g19] Z& A4
[0828] FHZL QA7 AZF hERGE HAA7IE A Ax wAge] [HUEARe] 10p)M AT 554 o5 Al
Z23}7] 98to] MDS Pharmaz® HEUlATH. A L2371 1.0018t 7FAsbd, Aol 5% WA 956 A 3S e
U= 3R 1G-S A 4 3ls Aot (7] Har)
[0829] F wlela=2F AAHA
[0830] 4047 37T FH 7F wlolAZEF Y F2HEF 1uM oA e AdANE SAHE ] st FFEES
BioFocus® XU % t}.
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[0839]

[0840]

[0841]
[0842]
[0843]

[0844]

[0845]

[0846]
[0847]
[0848]

[0849]

[HIBTX-B2 Z &t

3tEtE X 5l % 2| &
(@ 10 uM) G (uM)

CEN-1 -28 > 200
CEN-198 23 34
CEN-199 29 25
CEN-200 14 61
CEN-201 3 > 200
CEN-202 90 1
CEN-203 102 <05
CEN-204 52 9
CEN-205 79 3
CEN-206 24 32
CEN-207 30 23
CEN-208 31 22
CEN-209 36 18
CEN-210 43 13
CEN-211 106 <0.5
CEN-212 0 > 200
CEN-213 -2 > 200
CEN-214 10 90
CEN-215 22 35

CHvlEslz=A A% wde ack - 279510 YEF Y, Site 2

AME : Wistar 3 ¥
g7 5 M [H] vpEREA
Hlo]Z: 1 % DMSO

BLxg] A7/ X 608, 37C

mM 2%, 40 pg/ml LqTx
Kp: 0.052 pM =
H-Eo]4 gzk=: 100 pM #WZEHY

Bmax: 0.7 pmole/mg TH¥ =& =

g 5N 50 mM HEPES, 50 mM Tris-HCI, pH7.4, 130 mM
5
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