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EXPERI MENTAL SECTI ON

Bi ol ogi cal assay. Activity of conmpounds was determ ned using a
mamral i an CHO cell |ine expressing human Kvl.5 (hKvl. 5)

1 Pot assi um outward current

vol t age- gat ed pot assi um channel . !
was neasured in the whole-cell configuration of the patch

cl amp technique.[? The anplitude of the hKvl.5 current was
assessed at the end of depolarizing steps to +40 nV from a
hol di ng potential of —70 nV at roomtenperature. Deactivation
of tail current was recorded upon re-polarization to -50 nV.

Pi pette solution contained (mM¥: 130 KA, 1 Mgd ,, 10 Hepes, 5
BAPTA, 3 Na,ATP, 5 glucose; pH was adjusted to 7.2. External
solution contained (mM: 140 Nadl, 5 KO, 1 Myd,, 2 Cad ,, 10

Hepes, 5 glucose; pH was adjusted to 7. 3.

Structure nodeling. For prediction of favorable three-
di mensi onal conformations the CORI NA software was used.!®

Assi gnnent of the absolute configuration was done according to
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Castl e and coworkers, [ with (2S),(3S)-configuration of the

bi ol ogically active enantioner. Refinenment of the structures
was done with the nodeling package MOLOC and the MAB force-
field.[5 Autonated phar macophore matching was performed with
MOLOC setting equal weights on charge, hydrogend-bond donor,
and |ipophile overlap. The resulting nodel was slightly
manual |y refined.

Chem cal synthesis. Al reagents and chem cals were obtained
commercially from Fl uka Chem e AG and were used w t hout
further purification. 7-Mthoxynaphthal ene-2-sul fonyl chloride
was prepared as described el sewhere.[® NWR spectra were
recorded with a Bruker 300- or 400- Mz spectroneter.

(2- Met hoxy- phenyl )-(2-nitro-phenyl)-amne 1. A mxture of 1.16
g (20 mmol) KF, 3.69 g (30 nmml) o-anisidine and 2.82 g (20
mol ) 1-fluoro-2-nitrobenzene was stirred at 165 °C for 24 h.
The crude product was purified by chronmatography on silica gel
(5% tert-butyl methyl ether/hexane) to give 5.14 g (19.8 mmol,
99 %9 of 1 as a red solid. 'H - NWVR (CDCl 3, 300 MHz): d = 3.88
(s, 3H, OCHs), 6.78 (t, 1H, ar), 7.03 — 7.42 (m 6H, ar), 8.21
(d, 1H, ar); MS [M] = 244,

N-( 2- Met hoxy- phenyl ) —benzene- 1, 2-di am ne 2. A m xture of 1.22
g (5 mmol) of 1, 120 ng of 10% pal | adi um on carbon, and 10 n
of methanol was stirred in an atnosphere of hydrogen for 12 h.
The catalyst was filtered, the filtrate was concentrated in
vacuo giving 1.05 g of an orange oil. The crude product was

purified by chromatography on silica gel (10% Et CAc/ hexane) to
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give 2 (940 ng, 87.9% as a colorless crystalline solid. H -

NVR (CDCl 3, 400 MHz): d = 3.79 (s, 2H, NH), 3.92 (s, 3H, OCH),

5.68 (s, 1H, NH), 6.63 (dd, J = 2.0, 7.3 Hz, 1H, ar), 6.73 —

6.82 (m 4H, ar), 6.87 (dd, J

2.0, 7.3 Hz, 1H, ar), 7.02
(dt, J = 1.5, 7.8 Hz, 1H ar), 7.14 (dd, J = 1.5, 7.8 Hz, 1H,
ar); Ms [M] = 214.

Napht hal ene- 2-sul fonic acid [2-(2-nmet hoxy-phenyl am no) -
phenyl ] -am de 3a. To a solution of 150 ng (0.7 nmol) diam ne 2
and 78 nmg (0.7 mmvl) DVAP in 5 m CH{ ,, napht hal ene- 2-

sul fonyl chloride (158 ng, 0.7 nmmol) was added. The
honmogeneous solution was stirred at roomtenperature for 12 h
and diluted with nethylene chloride (5 m) and water (10 m).
The organic | ayer was separated, dried (MySQ,), filtered and
evapor at ed under reduced pressure. The crude red oil was
purified by chromat ography over silica gel (10% Et OAc/ hexane)
yielding 3a (117 ng, 42% as a colorless crystalline solid. H
— NMR (CDCl 3, 400 MHz): d = 3.78 (s, 3H, ar-OCH)), 5.62 (s, 1H,
NH), 6.20 (dd, J = 1.47, 7.83 Hz, 1H), 6.50 (td, J = 1.47,
7.34 Hz, 1H), 6.73 — 6.81 (m 2H), 7.03 — 7.12 (m 4H), 7.48 -
7.65 (m 3H), 7.70 (dd, J = 1.47, 8.31 Hz, 1H), 7.86 (t, J =
9.29, 3H), 8.36 (s, 1H; M5 [M-H = 403. For preparation of 3b
al kaline treatnment of the crude material of the condensation
reaction was required to hydrolyse the N, N-bis-(7-

met hoxynapht hal ene- 2- sul f onyl ) -am do derivative whi ch had

formed as nmmj or product.
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