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Aminopyridazines as Acetylcholinesterase Inhibitors
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Following the discovery of the weak, competitive and reversible acetylcholinesterase (AChE)-
inhibiting activity of minaprine (3c) (ICso = 85 uM on homogenized rat striatum AChE), a
series of 3-amino-6-phenylpyridazines was synthesized and tested for inhibition of AChE. A
classical structure—activity relationship exploration suggested that, in comparison to minaprine,
the critical elements for high AChE inhibition are as follows: (i) presence of a central pyridazine
ring, (ii) necessity of a lipophilic cationic head, (iii) change from a 2- to a 4-5-carbon units
distance between the pyridazine ring and the cationic head. Among all the derivatives
investigated, 3-[2-(1-benzylpiperidin-4-yl)ethylamino]-6-phenylpyridazine (3y), which shows an
ICso of 0.12 uM on purified AChE (electric eel), was found to be one of the most potent anti-
AChE inhibitors, representing a 5000-fold increase in potency compared to minaprine.!

Introduction

Senile dementia of the Alzheimer’s type (SDAT) is a
neurodegenerative disease affecting mainly aging popu-
lations. A deficit in cholinergic neurotransmission is
considered to be one of the major causes of disturbances
in learning and memory in SDAT patients.2 Muscarinic
M; agonists® can enhance cholinergic transmission, and
acetylcholinesterase (AChE) inhibitors?* such as tacrine,
donepezil, and rivastigmine are already used as thera-
peutic agents for the palliative treatment of SDAT.56

In the search for original AChE inhibitors with
potential central bioavailability, we concentrated our
research on an aminopyridazine, minaprine (3c) (Chart
1), which possesses favorable characteristics. Effectively,
minaprine, in addition to its original antidepressive
properties, exhibits cholinomimetic activities. Thus, an
in vivo administration of minaprine (30 mg/kg po) to
rats significantly increases acetylcholine (ACh) levels
in the hippocampus (38%) and striatum (60%).” In vitro,
minaprine presents a weak, competitive, and reversible
AChE inhibitive activity on homogenized rat striatum
(ICso = 85 uM)8 and a very weak activity on electric eel
AChE (ICsp = 600 uM). On the other hand, minaprine
exhibits a weak but highly selective affinity for musca-
rinic My receptor (ICso = 17 uM, [*H]pirenzepine).® 12
Assuming that the tertiary amino function (protonated
in vivo) can mimic the quaternary group of ACh and
that the exo-endo amidino function can be considered
as bioisosteric to the ACh ester function,® we hypoth-
esized that minaprine can as well be recognized by the
muscarinic M; receptors as by the enzyme AChE. These
findings and the excellent central bioavailability of
minaprine prompted us to investigate further around
this lead compound.

In the present study, we describe the synthesis and
the biochemical evaluation of a series of 3-amino-6-
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arylpyridazine derivatives (Chart 1) based on the struc-
ture of minaprine.

Chemistry

A general synthesis of 3-aminoalkyl-substituted py-
ridazines 13715 (Tables 2 and 4) is shown in Scheme 1.
The key intermediates in their preparation are imino
chlorides 2 which can be readily obtained from the
corresponding 3(2H)-pyridazinones 1 by the action of
phosphorus oxychloride. Condensation of the imino
chlorides 2 with various primary amines 12 (Table 1)
gave the final products 3. Most of the 3(2H)-pyridazi-
nones 1 were prepared according to the literature.16-20
The 4-trifluoromethyl-6-phenyl-3(2H)-pyridazinone (1j)
(Scheme 2) was obtained by Michael addition of KCN
to 4,4,4-trifluoro-1-phenyl-2-buten-1-one (13),% followed
by hydrolysis of the nitrile 14, esterification, and cy-
clization with hydrazine hydrate. It was converted to
3j by the previously described procedure (Scheme 1).
The synthesis of 4-amino-6-phenylpyridazine (3Kk)
(Scheme 2) involved a particular procedure. A nucleo-
philic displacement of the 1,1-bis(thiomethyl)-2-nitro-
ethylene (15), first by 1-aminoethylmorpholine and then
by hydrazine hydrate, followed by condensation with
phenylglyoxal, allowed us to obtain 16. The catalytic
hydrogenation (Hz, Pd/C) of 16 gave 3k.

The preparation of the non-pyridazinic heterocyclic
compounds 4—6 (Table 3) utilizes the general route
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depicted in Scheme 3. The 5-phenylpyridinone 10a,
starting material for the synthesis of 4, was obtained
according to the literature??2=24 as well as the 1-methyl-
5-phenyl-2(1H)-pyrimidinone (10b),24~26 starting mate-
rial for the synthesis of 5. To obtain 6, the synthesis of
3-phenyl-1,2,4-triazinone (10c), was accomplished by a
slightly modified version of the procedure described by
Lawesson:27 thionation of ethyl hippurate by means of
P4S10, cyclization with hydrazine hydrate, followed by
an oxidation of the obtained 3-phenyl-4,5-dihydrotri-
azinone with Mn0,.282° The synthesis of 2-[2-(piperidin-

1-yl)ethylamino]-5-phenyl-1,3,4-thiadiazole (7) (Table 3)
involves the nucleophilic displacement of the corre-
sponding imino chloride with 2-aminoethylpiperidine.
The necessary imino chloride was prepared by a Sand-
meyer reaction applied to 2-amino-5-phenyl-1,3,4-thia-
diazole.3°

The intermediate 3-ethylthiotriazine (17), necessary
for the synthesis of the 6-phenyl-3-[2-(piperidin-1-yl)-
ethylamino]triazine (8), was prepared (Scheme 4) by a
modification of the Paudler et al.3! procedure by reacting
S-ethylthiosemicarbazide hydrobromide with phenylg-
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lyoxal in refluxing ethanol and condensing the obtained
S-ethylthiotriazine with 2-aminoethylpiperidine. Cata-
lytic hydrogenation (Hz, Pd/C) of the triazine 8 afforded
the dihydrotriazine 9.

The diamines 12a—12h (Table 1) were prepared by
conventional methods (Scheme 5): either alkylation of
the secondary amines by means of w-halogenonitriles
(route A) or Gabriel syntheses starting from the com-
mercially available w-bromoalkylphthalimides®? (route
B). A slightly modified method described by Dutta et
al.3® allowed us to obtain 2-(1-benzylpiperidin-4-yl)-
ethylamine (12j) (Scheme 6) after reduction of the
intermediate 2-(1-benzyl-4-piperidylidene)acetonitrile.34

Results and Discussion

The minaprine analogues were initially tested for in
vitro inhibition of acetylcholinesterase in homogenized
rat striatum (Tables 2 and 3) and, for more extensive
studies, on the commercially available electric eel AChE
(Table 4). The results obtained with the latter enzyme
preparations allow molecular modeling studies using the
published AChE structure which is also derived from

the electric eel enzyme.®® The esterase activity was
determined according to the method of Ellman et al.3¢

We observed that rather simple molecular variations
of the lead structure 3c can drastically modify AChE
inhibition potency (Table 2). Thus, the replacement of
the terminal morpholino (3a, 3c) to a piperidino group
(3b, 3d) is associated with a noticeable increase in
AChE inhibition (>75-fold for 3b and 15-fold for 3d).
The presence of a methyl group in the 4 position of the
pyridazine ring seems to be determinant for anti-AChE
activity. Compounds 3a and 3b were found to be
respectively 12 and 3 times less potent than compounds
3c and 3d. Substituents other than methyl or hydrogen
in the 4-position are detrimental (3h—3l). Substitution
of the phenyl ring was also investigated. Slight increases
were observed for derivatives 3e—3g.

To select the most suitable central heterocycle, we
examined a set of pyridazine bioisosteres (Table 3). The
replacement of the pyridazine ring (3b) by pyridine (4),
pyrimidine (5), 1,2,4-thiadiazole (7), and triazine (6 and
8) rings yielded compounds showing weaker activities.
The comparison shows clearly that the central py-
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Table 1. Diamines Synthesized
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VAl
HaN— (CHz)n—N\
R
12 4
e
Compnd n —N\ Conditions * Yield (%)
Ry
12a 2 A 28
12b 3 (\D B 85
N
12¢ 4 % A 18
12d 5 A 50
12e 2 A 56
12f 3 | Jﬁj B 75
12¢ 4 e B 75
12h 5 A 66
TSI .
12j° 2 N / 34

aA: (i) toluene, K,COg, A; (ii) LiAIH4, THF, room temperature. B: (iii) xylene, 130 °C; (iv) HoN-NH;, EtOH.  References 47—49.

¢ References 33—34.

ridazine ring (3b) is particularly favorable, all the other
ring systems being 4 to 5 times less potent.

We chose to conserve the phenylpyridazine moiety
and to examine the importance of the nature and the
length of the side chain (Table 4). The replacement of
the hydrophilic morpholine by a lipophilic monocyclic
side chain (3a — 3b or 3n) enhanced AChE inhibition
10-fold when the distance n between the exo-amidinic
and the tertiary nitrogens corresponds to two methylene
units. The addition of an aromatic ring close to the
cationic nitrogen, such as found in the N-benzyl-N-
methyl derivative 3s or its constraint 1,2,3,4-tetrahy-
droisoquinolinyl derivative 3o, did not modify dramati-
cally the inhibition potency, at least for an n = 2 value.
Augmenting the distance between the exo-amidinic
nitrogen and the tertiary nitrogen atom (n = 3, 4, and
5) entails a regular increase in potency: an 8-fold
increase for the passage from 3o to 3r and a 230-fold
increase for the passage from 3s to 3v.The flexibility of
the N-benzyl group seems to be critical for the anti-
AChE activity when the n distance corresponds to 4—5
methylene groups. Thus, compound 3v is 14 times more
active than compound 3r. Inserting the side-chain
methylenes in a piperidine ring (3w—3y) yields com-
pounds which were more potent than the open equiva-
lent N-benzyl-N-methyl derivatives. Within this series
the inhibition potency increases with the side-chain
length. Thus, the 3-[2-(1-benzylpiperidin-4-yl)ethylamino]-
6-phenylpyridazine (3y) was found to be respectively 46
and 540 times more active than the shorter analogues

3x and 3w. It is also 6 times more potent than the
corresponding open analogue equivalent 3v.

Among all the compounds examined 3y was the most
potent inhibitor with an 1Csq = 0.12 uM on electric eel
AChE. It appears thus that the ideal inter-nitrogen
distance corresponds to a 4- or 5-carbon chain and that
the most favorable lipophilic side chain is the ethyl
N-benzylpiperidinyl chain which is also present in
donepezil. The three compounds 3r, 3v, and 3y as well
as two references inhibitors, tacrine®” and donepezil, 3839
were then compared in order to determine their relative
inhibitory effects to acetyl and butyrylcholinesterase
(ICsp BUChE/ACHE). In addition to electric eel AChE,
we used human erythrocytes as a source of AChE and
human serum as a source of butyrylcholinesterase
(Table 5). Compound 3y is comparable to tacrine;
however, its BUChE/AChE ratio is about 10 times more
favorable. Compared to donepezil, compound 3y is about
10 times less potent and clearly less selective toward
BuChE. Surprisingly the tetrahydroisoquinolinyl ana-
logue 3r shows an inversed profile, being 150 times
more selective for butyrylcholinesterase than for ace-
tylcholinesterase. As such it might present some interest
as a research tool.

Conclusion

With respect to minaprine, chosen as lead compound,
we were able to prepare AChE inhibitors with a 5000-
fold increased potency. Structure—activity relationship
studies indicated that at least three factors are favorable
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Table 2. Substitution Effects in Morpholinoethyl- and Piperidinoethylaminopyridazines

Contreras et al.

& N/_\X
SO
Compnd X R, R, Mp,°C* Formula ICso (UM)®

3a o} H H 231 C,;H,N,0. 2 HCI > 1000
3b CH, H H 282  C,H,N,. 2 HCL 0.5 H,0 13+2
3c* o CH, H 182 C,,Hy,N,. 2 HCl 85+ 17
3d* CH, CH, H 246 C,H,,N,. 2 HCI 54+0.8
3e’ o CH, p-Cl 222 C,,H,N,OCL 2 HCL. H,0 34+ 4
3f CH, CH, p-Cl 221° C,(H,,CIN,. C,H,0, 1.3+0.5
3g CH, CH, 34-(0CH0) 205 C,H,N,O,.2HCL H,0 1.0+0.3
3h¢ o CH,0H H 190 C,H,N,0,.2HCL2H,0 440+30
3i¢ o CN H 144 CH,N,.2 HCL 2 H,0 > 100
3j o CF, H 218 C,,H,,F,N,0. 2 HCI 740 + 80
3k o} NH, H 275  C,H,N,0. 2 HCL. H,0 270 + 80
3 o C¢H, H 214 C,H,,N,0. 2 HCI 260 + 30

a All melting points refer to hydrochlorides unless otherwise indicated. ® Homogenized rat striatum. ¢ Reference 1. 9 Reference 9.

¢ Oxalate.

for potency: (i) presence of a central pyridazine ring,
(ii) presence of a lipophilic cationic head, (iii) change
from a 2- to a 4—5-carbon units distance between the
amidinic function and the tertiary amine. Among the
different side chains tested, it is remarkable to notice
that the highest potency, together with the best dis-
crimination between AChE and BuChE inhibition, is
associated with the N-benzylpiperidine ethyl moiety.
The replacement of the N-benzylpiperidine ethyl side
chain by a tetrahydroisoquinolinyl side chain induces
surprisingly an inversion of the AChE/BuChE inhibition
profile thus leading to a BuChE-selective inhibitor.

Experimental Section

Chemistry. *H NMR spectra were recorded on a Bruker
WP 80 (80 MHz), a Bruker AC 200 (200 MHz), or a Bruker
DPX 300 (300 MHz) spectrophotometer at room temperature.
Chemical shifts are given in ppm () relative to SiMe; as
internal standard. Coupling constants (J) are in hertz (Hz),
and signals are designated as follows: s, singlet; d, doublet; t,
triplet; brs, broad singlet; m, multiplet; etc. Melting points
were determined with a Mettler FP62 apparatus and are
uncorrected. Elemental analyses were performed by the de-
partement of microanalysis (CNRS, Vernaison, France) and
are indicated only by the elemental symbols within +0.4% of
the theoretical values unless otherwise noted. All chemicals
and solvents were obtained from commercial suppliers and
used without purification. THF and ethyl ether (Et,O) were
freshly distilled from sodium benzophenone ketyl. Flash
chromatography was carried out on Geduran silica gel Si 60
(40—63 um, Merck). Thin-layer chromatography was carried

out using plates silica gel 60 F2ss (Merck). Spots were visual-
ized either under UV light (1 = 254 nm) or by spraying with
molybdate reagent (H.O/concentrated H,SO4/(NH4)sM07024°
4H,0/(NH,)2,~Ce(SO4)4:2H0, 90/10/25/1, viviw/w) and charring
at 140 °C for a few minutes. All chemical yields are unopti-
mized and generally represent the result of a single experi-
ment.

(1) 3(2H)-Pyridazinones. The 3(2H)-pyridazinones neces-
sary for the synthesis of compounds 3a—3f, 3h, 3i, and 3l are
already known and were prepared according to literature
procedures.6-20

4-Trifluoromethyl-6-phenyl-3(2H)-pyridazinone (1j).
(a) 3-Benzoyl-2-trifluoromethylpropionitrile (14). To a
chilled solution of 1 g (5 mmol) of (E)-4,4,4-trifluoro-1-phenyl-
2-buten-1-one?! (13) dissolved in 10 mL of EtOH, were added
0.34 g (5.7 mmol) of acetic acid and then a solution of KCN
(0.38 g, 6 mmol) in water (1 mL). The mixture was stirred at
0 °C during 12 h. The solvent was evaporated, and water was
added to the residue. After extraction with EtOAc, the crude
product was purified by flash chromatography (hexane—
EtOAc, 85:15): yield 22%; mp 86 °C; *H NMR (200 MHz,
CDCl3) 6 3.57 (d, 1H, J = 6.8 Hz), 3.61 (d, 1H, J = 7.2 Hz),
4.18 (m, 1H), 7.4-7.7 (m, 3H), 7.9—-8.1 (m, 2H).

(b) Ethyl 3-Benzoyl-2-trifluoromethylpropionate. A 2.9
g portion (27 mmol) of 3-benzoyl-2-trifluoromethylpropionitrile
was added to a mixture of 5 mL of sulfuric acid and 5 mL of
EtOH. The solution was stirred overnight at room tempera-
ture. EtOH was removed under reduced pressure, and the
residue was poured onto ice. The aqueous layer was extracted
with EtOAc (3 x 10 mL); the organic phase was washed with
20% K,COg, dried over Na,SO,, and purified by flash chroma-
tography (hexane—EtOAc, 85:15): yield 80%; mp 48 °C; 'H
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Table 3. Influence of the Heterocycle
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””MQ

Compnd Het Mp,°C* Formula ICso (uM) *

3b \N _N/ 95 C,;H,,N, 13+2

4 \_/ /e C,H,N, 70+ 8

5 {’}7 78 C,,H,,N, > 100

N—
6 —<\N}~ 105 C,H,N,. H,0 5747
\\(Sv//

7 W 100 C,sHyN,S 5447
—N

8 —{_N/F 201 ¢ C,H,N;. GH,0, 60+ 5
N

9 — 195¢  CH,N,. CH,0, HO 47%6

N—NH

a All melting points refer to free bases unless otherwise indicated. ® Homogenized rat striatum. ¢ Colorless oil. 4 Oxalate.

NMR (200 MHz, CDCl3) 6 1.3 (t, 3H, J = 7.2 Hz), 3.0—4.5 (m,
1H), 4.25 (g, 2H, J = 7.2 Hz), 7.3—7.5 (m, 3H), 7.8-8.1 (m,
2H).

(c) 4-Trifluoromethyl-6-phenyl-3(2H)-pyridazinone (1j).
A 2.8 g portion (10 mmol) of ethyl 3-benzoyl-2-trifluorometh-
ylpropionate was refluxed for 6 h with 0.55 g (11 mmol) of
hydrazine hydrate and 50 mL of EtOH. After cooling, the
precipitate formed was collected by filtration, and the filtrate
was concentrated by evaporation. Water was added; the
mixture was extracted with EtOAc. The organic layer was
separated and dried over Na,SO. and the solvent was
evaporated under reduced pressure. The crude dihydropy-
ridazinone (1.75 g, 7.2 mmol) was heated at 80 °C with 3.5
mL of AcOH, and a solution of Br; (0.37 mL, 7.2 mmol) in
AcOH (1.5 mL) was added. After cooling, the solvent was
evaporated, and water was added. The solution was alkalinized
with 20% K,COs3, and the precipitate was collected by filtration
and washed with water; 1.7 g of beige powder was obtained:
yield 72%; *H NMR (200 MHz, CDCls) 6 7.5—7.7 (m, 3H), 7.7—
8.0 (m, 4H), 12.17 (s, 1H).

4-Methyl-6-(3,4-methylenedioxyphenyl)-3(2H)-pyridazi-
none (1g). The pyridazinone was prepared according to
Maghioros et al.*6 and was recrystallized in i-PrOH: yield 11%;
IH NMR (200 MHz, CDCl3) ¢ 2.3 (s, 3H), 6.0 (s, 2H), 6.8 (m,
1H), 7.3 (m, 2H), 7.9 (s, 1H), 12.6 (m, 1H).

(1) General Procedure for 3-chloropyridazines. The
appropriate substituted 3(2H)-pyridazinone was heated at 75
+ 5 °C for 4 h with an excess (10 equiv) of phosphorus oxy-
chloride (POCI;). The excess of POCI; was removed by distil-
lation under reduced pressure, and the residue was carefully
poured onto ice. The water was rendered alkaline with 20%
NaOH and extracted with EtOAc. The crude 3-chloropy-
ridazine was purified by recrystallization in EtOH or i-PrOH
or by flash chromatography using a mixture of hexane—EtOAc
as eluent. The 3-chloropyridazines are already known and
were prepared according to literature procedures.6-20

3-Chloro-4-trifluoromethyl-6-phenylpyridazine (2j). The
chloropyridazine was purified by flash chromatography (hex-

ane—EtOAc 85:15): yield 53%; mp 152 °C; *H NMR (200 MHz,
DMSO-ds) 6 7.5—7.6 (m, 3H), 8.1-8.3 (m, 2H), 8.7 (s, 1H).

3-Chloro-4-methyl-6-(3,4-methylenedioxyphenyl)py-
ridazine (2g). The chloropyridazine (yellow crystals) was
purified by recrystallization in i-PrOH: yield 85%; mp unde-
terminated (unstable); *H NMR (200 MHz, CDCls) 6 2.4 (s,
3H), 6.0 (s, 2H), 6.9 (m, 1H), 7.5 (m, 1H), 7.6 (m, 1H), 7.7 (s,
1H).

(I11) Preparation of the Amines 12. Most of the amino-
alkyl chains used in this work were obtained from commercial
suppliers (aminoethylmorpholine, aminoethylpiperidine, ami-
nopropylmorpholine, aminomethylpyrrolidine, aminobenzylpi-
peridine) or prepared according to literature procedures.

Route A. 2-(1-Benzyl-1-methylamino)ethylamine (12e).%°
(a) 2-(1-Benzyl-1-methylamino)acetonitrile.** To a solution
of chloroacetonitrile (60 mmol) and either triethylamine (60
mmol) or K,CO3z (60 mmol) in toluene (30 mL) was added
N-benzyl-N-methylamine (50 mmol) in toluene (10 mL) at room
temperature. The mixture was heated at 100 °C for 2 h and
cooled and water added. The reaction mixture was extracted
with EtOAc and the organic layer, dried over Na,SO,4, was
evaporated under reduced pressure to give colorless oil: yield
75%; 'H NMR (200 MHz, CDClg) 6 2.30 (s, 3H), 3.30 (s, 2H),
3.50 (s, 2H), 7.20 (m, 5H).

(b) 2-(1-Benzyl-1-methylamino)ethylamine (12e). An
aqueous 33% NH4OH solution (36 mL) and 1 g of Raney Ni
were added to a solution of 2-(1-benzyl-1-methylamino)aceto-
nitrile (37 mmol) in EtOH (100 mL). The mixture was placed
on Parr hydrogenation apparatus and left under a pressure
of hydrogen (70 psi) for 6 h. The catalyst was filtered off, and
the filtrate was evaporated under reduced pressure. The
resulting colorless oil was purified by distillation under reduce
pressure (bp 140 °C at 1.4 mbar): yield 75%; *H NMR (200
MHz, CDCls) 6 2.20 (s, 3H), 2.40 (m, 2H), 2.80 (m, 2H), 3.50
(s, 2H), 7.20 (m, 5H).

5-(1-Benzyl-1-methylamino)pentylamine (12h). (a) 5-(1-
Benzyl-1-methylamino)pentanenitrile:*? yellow oil, yield
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Table 4. 3-Aminoalkylamino Chain Modifications

Contreras et al.

©—'<—>_NH—(CH2M—R
N—-N

Compnd n R Mp,°C* Formula ICso (UM)®
0
3a 2 \ N 231 C,HyN,0. 2 HCI 800°+ 30
0
3m 3 .,{N\/l 276  C.H,N,0.2HCL0.5H,0 410+40
3b 2 . /NO 262  C,H,N,2HCLOSHO 71%10
/\j:>
3n 1 " 219  C,H,N, 2HCLOSHO 62%14
30 2 ’{(D 288 C, H,,N,. 2 HCL H,0 8349
3p 3 ‘{N(\:@ 230 C,H,N,.2HCL2H0  35%5
3q 4 Y(\/@ 162  C,H,N,2HCL2HO  15%1
3r 5 Y'OQ 95 C,.H,,N,. 2 HCL H,0 10¢1
3s 2 ﬁ{,'q\/@ 201  C,H,N,2HCLOSHO 170+90
3t 3 ’{A'\D 193  C,H,N,2HCLOSHO 13%1
3u 4 Y'LVO 92 C,H,N,. 2 HCL. H,0 1142
3v 5 Y,'q\/@ 108 C,HyN, 2HCLH,0  0.74 +0.03
£
3w 0 O\/@ 286  C,H,N,2HCLLSH,0  65+1
£
3x 1 ) 280 C,:HyN,. 2 HCl 56%1.0
b
3y 2 N\/© 268 C,HuN, 2HCLH,0  0.12 £0.01

a All melting points refer to hydrochlorides.  Electric eel (Torpedo californica). ¢ Minaprine (3c): 1Csp = 600 + 50 «M on electric eel

AChE.

82%; *H NMR (300 MHz, CDCl3) 6 1.79—1.89 (m, 4H), 2.20 (s,
3H), 2.40—2.52 (m, 4H), 3.51 (s, 2H), 7.27—7.34 (m, 5H).

(b) 5-(1-Benzyl-1-methylamino)pentylamine (12h): To
a suspension of LiAlHs (15 mmol) in dry THF (20 mL) was
added 5-(1-benzyl-1-methylamino)pentanenitrile (10 mmol) in
dry THF (10 mL) at O °C under inert atmosphere. The mixture
was stirred at 0 °C for 1 h, and water was added. The
precipitate was filtered and washed with EtOAc. The filtrate
was decanted and extracted with EtOAc. The organic layer
was washed, dried over Na,SO,, and evaporated under reduced
pressure: yellow oil, yield 80%; *H NMR (300 MHz, CDCls) 6
1.37-1.55 (m, 6H), 2.19 (s, 3H), 2.35 (m, 2H), 2.69 (m, 2H),
3.48 (s, 2H), 7.28—7.34 (m, 5H).

2-(1,2,3,4-Tetrahydroisoquinolin-2-yl)ethylamine (12a).
(a) 2-(1,2,3,4-Tetrahydroisoquinolin-2-yl)acetonitrile: col-

Table 5. Anticholinesterase Activity of 3r, 3v, 3y, and
Reference Compounds (in Vitro)

ratio of
L. 1Cs0
activity 1Cso, uM (BuCSI?]E/
Compnd AChE? AChEP BuChE® AChE)
3r 10+1 47 £+ 30 0.31 +0.02 0.0066
3v 0.74+0.03 0.93+0.09 0.34+0.03 0.36
3y 0.124+0.01 0.144+0.01 0.704+0.03 5.0
tacrine  0.039 £ 0.004 0.095 + 0.006 0.021 +0.002 0.22
donepezil 0.048 + 0.006 0.016 + 0.001 8.2 +£0.2 510

a From electric eel. ® From human erythrocytes. ¢ From human
serum. ¢ Human BuChE/human AChE.
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orless oil, yield 70%; *H NMR (200 MHz, CDCl3) 6 2.85—3.20
(m, 4H), 3.72 (s, 2H), 3.80 (s, 2H), 7.04—7.20 (m, 4H).

(b) 2-(1,2,3,4-Tetrahydroisoquinolin-2-yl)ethylamine
(12a):* reduction by means of LiAlH, in THF gave a yellow
oil, yield 40%; 'H NMR (200 MHz, CDCl3) 6 1.83 (brs, 2H),
2.59 (t, 2H, J = 5.1 Hz), 2.74 (t, 2H, J = 5.1 Hz), 2.81—2.93
(m, 4H), 3.64 (s, 2H), 7.00—7.15 (m, 4H).

4-(1,2,3,4-Tetrahydroisoquinolin-2-yl)butylamine® (12c).
(a) 4-(1,2,3,4-Tetrahydroisoquinolin-2-yl)butyronitrile:
yellow oil, yield 60%; *H NMR (200 MHz, CDClIz) ¢ 1.93 (q,
2H, J = 7.0 Hz), 2.48 (t, 2H, J = 7.0 Hz), 2.64 (t, 2H, J = 6.7
Hz), 2.74 (t, 2H, J = 5.6 Hz), 2.91 (t, 2H, J = 5.6 Hz), 3.63 (s,
2H), 7.01-7.17 (m, 4H).

(b) 4-(1,2,3,4-Tetrahydroisoquinolin-2-yl)butylamine
(12c): reduction by LiAIH, in THF gave a yellow oil, yield
30%; *H NMR (200 MHz, CDCls) ¢ 1.48—1.62 (m, 4H), 1.72
(brs, 2H) 2.49 (t, 2H, J = 7.3 Hz), 2.70 (m, 4H), 2.88 (t, 2H, J
= 5.8 Hz), 3.59 (s, 2H), 6.98—7.09 (m, 4H).

5-(1,2,3,4-Tetrahydroisoquinolin-2-yl)pentylamine (12d).
(a) 5-(1,2,3,4-Tetrahydroisoquinolin-2-yl)butyronitrile:
colorless oil, yield 68%; *H NMR (300 MHz, CDCl3) 6 1.72—
1.80 (m, 4H), 2.41 (m, 2H), 2.55 (m, 2H), 2.72 (t, 2H, 3 = 6.0
Hz), 2.91 (t, 2H, J = 6.0 Hz), 3.62 (s, 2H), 7.01—7.16 (m, 4H).

(b) 5-(1,2,3,4-Tetrahydroisoquinolin-2-yl)pentylamine
(12d): reduction by LiAlH, in THF gave a yellow oil, yield
73%; *H NMR (300 MHz, CDCls) ¢ 1.31—1.66 (m, 6H), 2.50 (t,
2H, J = 7.6 Hz), 2.67 (m, 2H), 2.71 (t, 2H, J = 5.7 Hz), 2.90 (t,
2H, J = 5.7 Hz), 3.61 (s, 2H), 6.99—7.12 (m, 4H).

Route B. 3-[(1-Benzyl-1-methylamino)propylamine
(12f).4445 N-(4-Bromopropyl)phthalimide (6 g, 22.4 mmol) in
xylene (60 mL) was added dropwise to a warm (oil bath
temperature ca. 70 °C) solution of N-benzyl-N-methylamine
(6.2 mL, 48 mmol) in xylene (60 mL). The reaction mixture
was stirred at 120—130 °C for 24 h and after cooling to 0 °C.
The solid material was collected by filtration and washed with
xylene. Evaporation of the filtrate afforded an oil (6 g). A
solution of hydrazine hydrate (1.1 mL, 22.4 mmol) was added
dropwise to a stirred solution of the previous oil dissolved in
EtOH (5 mL). The reaction mixture was maintained under
reflux for 1 h, then allowed to cool to room temperature, and
treated with an additional amount of EtOH (5 mL) and 37%
HCI (22.4 mmol). The mixture was refluxed again for 1 h. The
precipitate was filtered off and washed with water and the
filtrate concentrated under reduced pressure. The residue was
rendered alkaline with 10% K,COj3; and extracted with Et,O.
The organic layer, dried over Na,SO., was evaporated under
reduced pressure to give yellow oil: yield 75%; *H NMR (300
MHz, CDCl3) 6 1.63 (quint., 2H, J = 10.4 Hz), 2.18 (s, 3H),
2.28 (brs, 2H), 2.43 (t, 2H, 3 = 10.4 Hz), 2.72 (m, 2H), 3.46 (s,
2H), 7.29 (m, 5H).

3-(1,2,3,4-Tetrahydroisoquinolin-2-yl)propylamine*®
(12b): colorless oil, yield 85%; *H NMR (300 MHz, CDCl3) 6
1.60—1.79 (m, 4H), 2.57 (m, 2H), 2.70—2.82 (m, 4H), 2.90 (t,
2H, J = 5.3 Hz), 3.63 (s, 2H), 6.98—7.10 (m, 4H).

4-(1-Benzyl-1-methylamino)butylamine* (12g): yellow
oil; yield 75%; *H NMR (300 MHz, CDCl3) § 1.63 (quint., 2H,
J =10.4 Hz), 2.18 (s, 3H), 2.28 (brs, 2H), 2.43 (t,2H, J = 10.4
Hz), 2.72 (m, 2H), 3.46 (s, 2H), 7.29 (m, 5H).

1-(1-Benzylpiperidin-4-yl)methylamine (12i). (a) 1-Ben-
zyl-4-carboxamidopiperidine. 4750 To a mixture of 25 g
(0.19 mol) of 4-carboxamidopiperidine and 29.4 g (0.35 mol)
of NaHCOs in toluene (400 mL) was added 25.5 mL (0.21 mol)
of benzyl bromide. The reaction mixture was refluxed under
N, atmosphere for 5 h and filtered, and the precipitate was
washed with hexane. White crystals were obtained after
recrystallization in a mixture of EtOAc—hexane (75:25): yield
50%; mp 161 °C (lit.*® 161162 °C); 'H NMR (200 MHz,
MeOH-d,) 6 1.62—1.80 (m, 4H), 2.03 (td, 2H, J; = 12.0 Hz, J,
= 4.0 Hz), 2.20 (m, 1H), 2.93 (brd, 2H, J = 12.0 Hz), 3.51 (s,
2H), 7.23—-7.33 (m, 5H).

(b) 1-(1-Benzylpiperidin-4-yl)methylamine (12i).4¢ A
solution of 1-benzyl-4-carboxamidopiperidine (5 g, 23 mmol)
in dry Et,O (20 mL) was added to a suspension of 1.3 g (34.3
mmol) of LiAlIH, in dry Et,O (50 mL). The mixture was stirred
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under reflux and N, atmosphere for 8 h. After cooling, water
was added to the mixture, and the precipitate was collected
by filtration and washed with Et,O. The organic layer, dried
over Na,SO,, was evaporated under reduced pressure: colorless
oil, yield 91%; *H NMR (200 MHz, MeOH-d,) 6 1.10—1.40 (m,
3H), 1.72 (brd, 2H, J = 11.0 Hz), 2.00 (td, 2H, J; = 11.7 Hz,
J, = 2.5 Hz), 2.48 (d, 2H, J = 5.8 Hz), 2.90 (brd, 2H, J = 12.0
Hz), 3.50 (s, 2H), 7.23—7.32 (m, 5H).

2-(1-Benzylpiperidin-4-yl)ethylamine (12j). (a) 1-Ben-
zylpiperidin-4-ylideneacetonitrile.> A mixture of 6.5 g (47
mmol) of K,CO3; and 10 g (56.4 mmol) of diethyl cyanometh-
ylphosphonate in dry THF (10 mL) was stirred at room
temperature for 15 min and then refluxed for 20 min. After
cooling 8.3 mL (47 mmol) of 1-benzyl-4-piperidone was added,
and the mixture was heated under reflux for 12 h. After
cooling, a 10% K,COj3; solution (100 mL) was added, and the
mixture was extracted with EtOAc. The organic phase was
dried over Na,SO, and evaporated under reduced pressure.
The crude product was purified by flash chromatography
(EtOAc—hexane, 5:5). A white solid was obtained: yield 87%;
mp 85 °C (lit.5* mp 87—89 °C); 'H NMR (300 MHz, CDCl3) 6
2.37—-2.41 (m, 2H), 2.51-2.66 (m, 6H), 3.56 (s, 2H), 5.11 (s,
1H), 7.26—7.38 (m, 5H).

(b) 2-(1-Benzylpiperidin-4-yl)acetonitrile. To a solution
of 11 g (51.8 mmol) of 1-benzylpiperidin-4-ylideneacetonitrile
in MeOH (500 mL) was added 50.4 g (2.1 mol) of magnesium
turnings progressively with cooling.3*52 The reaction mixture
was stirred at room temperature for 4 h. The magnesium salts
were dissolved by addition of concentrated hydrochloric acid,
and the mixture was rendered alkaline with 10 N NaOH. The
precipitate was filtered and washed with water and EtOAc.
The filtrate was extracted with EtOAc, and the combined
organic layers, dried over Na,SO,, were concentrated: yellow
oil; yield 74%; *H NMR (300 MHz, CDCl3) 6 1.43 (td, 2H, J, =
11.7 Hz, J, = 3.4 Hz), 1.65—1.85 (m, 3H), 1.99 (td, 2H, J; =
11.7 Hz, 3, = 2.3 Hz), 2.28 (d, 2H, J = 6.4 Hz), 2.91 (brd, 2H,
J = 11.7 Hz), 3.50 (s, 2H), 7.24—7.35 (m, 5H).

(c) 2-(1-Benzylpiperidin-4-yl)ethylamine Dihydrochlo-
ride.5® To a suspension of LiAlIH, (2.66 g, 69 mmol) in dry THF
(40 mL) was added, at 0 °C, 10 g (46 mmol) of 2-(1-benzylpi-
peridin-4-yl)acetonitrile in dry THF (10 mL). The mixture was
stirred at 0 °C for 1 h. The reaction mixture was poured into
water, and the precipitate was filtered and washed with
EtOAc. The filtrate was extracted with EtOAc, and the
combined organic layers, dried over Na,SO,4, were evaporated
under reduced pressure to give a colorless oil: yield 53%; mp
(dihydrochloride) 137 °C (lit.>* mp 175—178 °C); *H NMR (200
MHz, CDCl3) 6 1.18—1.45 (m, 5H), 1.59—1.64 (m, 2H), 1.85—
1.96 (m, 2H), 2.18 (brs, 2H), 2.63—2.71 (m, 2H), 2.80—2.86 (m,
2H), 3.44 (s, 2H), 7.18—7.29 (m, 5H).

(IV) General Procedure for the Substitution of the
Imino Chloride by Diamines. All the final 3-(aminoalkyl)-
aminopyridazines were prepared by substituting heterocyclic
imino chlorides with the suitable aminoalkylamines. The
corresponding hydrochlorides were prepared by treating the
free base dissolved in Et,O and/or EtOAc with gaseous
hydrogen chloride or with 2.1 equiv of 37% HCI. The collected
solids were recrystallized in i-PrOH with Et,O or (i-Pr),0.

3-[2-(1-Benzylpiperidin-4-yl)ethylamino]-6-phenylpy-
ridazine (3y). A mixture of 3-chloro-6-phenylpyridazine (0.59
g, 3.1 mmol), 4-(2-aminoethyl)-1-benzylpiperidine (12j) (1.34
g, 6.2 mmol), and ammonium chloride (0.17 g, 3.1 mmol) in
1-butanol (10 mL) was refluxed for 48 h. The solvent was
removed by evaporation; the residue was diluted with 10% K-
COs3 (100 mL) and extracted with EtOAc. The organic layer
was washed with a 10% citric acid solution, and the combined
agueous phases were extracted with EtOAc. The aqueous layer
was rendered alkaline with K,CO3 and then extracted with
EtOAc. After drying over Na,SO,, the obtained crude free base
was purified by flash chromatography using two different
eluents (EtOAc and then a mixture of EtOAc—MeOH, 9:1, with
2% (v) triethylamine): yield 32%; mp 281 °C; *H NMR (300
MHz, CDCls) ¢ 1.26—1.43 (m, 3H), 1.60—1.73 (m, 4H), 1.95
(m, 2H), 2.88 (m, 2H), 3.49 (s, 2H), 3.50 (m, 2H), 4.96 (t, 1H,
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J=5.3Hz),6.70 (d, 1H, 3 = 9.2 Hz), 7.21—7.33 (m, 5H), 7.39—
749 (m, 3H), 7.58 (d, 1H, J = 9.2 Hz), 7.97 (m, 2H).
Dihydrochloride (i-PrOH): mp 268 °C. Anal. Calcd for Co4HzsNy*
2HCI-H.0: C, 62.19; H, 6.97; N, 12.09. Found: C, 62.46; H,
6.98; N, 11.90.
3-[2-(Morpholin-4-yl)ethylamino]-6-phenylpy-
ridazine (3a). The free base was purified by recrystallization
in (i-Pr).0: yield 80%; mp 107 °C; *H NMR (200 MHz, CDCl,)
0 2.42 (m, 4H), 2.58 (m, 2H), 3.52 (m, 2H), 3.62—3.67 (m, 4H),
5.54 (s, 1H), 6.71 (d, 1H, J = 9.1 Hz), 7.31—7.44 (m, 3H), 7.50
(d, 1H, 3 = 9.1 Hz), 7.90 (m, 2H). Dihydrochloride (i-PrOH):
mp 231 °C. Anal. Calcd for C16H20N4O-2HCI: C, 53.81; H, 6.16;
N, 15.69. Found: C, 53.77; H, 6.17; N, 15.69.
3-[2-(Piperidin-1-yl)ethylamino]-6-phenylpyridazine
(3b). The free base (white solid) was purified by flash chro-
matography (EtOAc—MeOH, 9:1, with 2% (v) triethylamine):
yield 81%; mp 110 °C; *H NMR (200 MHz, CDClg) ¢ 1.45—
1.65 (m, 6H), 2.38—2.50 (m, 4H), 2.63 (t, 2H, J = 5.8 Hz), 3.56
(m, 2H), 5.45 (s, 1H), 6.74 (d, 1H, J = 9.1 Hz), 7.35—7.51 (m,
3H), 7.59 (d, 1H, 3 = 9.1 Hz), 7.95—-8.00 (m, 2H). Dihydro-
chloride (i-PrOH): mp 262 °C. Anal. Calcd for C17H2:N4:2HCI-
0.5H,0: C, 56.04; H, 6.93; N, 15.38. Found: C, 56.12; H, 6.95;
N, 15.37.
4-Methyl-6-(4-chlorophenyl)-3-[2-(piperidin-1-yl)ethy-
lamino]pyridazine (3f). The free base was purified by
crystallization in i-PrOH: yield 80%; *H NMR (200 MHz, D;0)
0 1.63—2.09 (m, 6H), 2.40 (s, 3H), 3.19 (m, 2H), 3.58 (t, 2H, J
=5.9 Hz), 3.76—3.82 (m, 2H), 4.06 (t, 2H, 3 = 5.9 Hz), 7.61 (d,
2H,J=8.4Hz),7.79 (d, 2H, J = 8.4 Hz), 7.81 (s, 1H). Oxalate
(I-PrOH) mp 221 °C. Anal. Calcd for C1gH23CIN4-CoH,04: C,
57.06; H, 5.98; N, 13.31. Found: C, 56.77; H, 5.96; N, 13.30.
4-Methyl-6-(3,4-methylenedioxyphenyl)-3-[2-(piperidin-
1-yhethylamino]pyridazine (3g). The free base (oil) was
purified by flash chromatography (EtOAc—MeOH, 9:1, with
2% (v) triethylamine): yield 11%; *H NMR (200 MHz, CDCls)
0 1.5 (m, 6H), 2.1 (s, 3H), 2.4 (m, 4H), 2.7 (m, 2H), 3.6 (m,
2H), 5.4 (m, 1H), 5.9 (s, 2H), 6.8 (d, 1H), 7.3 (m, 2H), 7.5 (s,
1H). Dihydrochloride (EtOH): mp 205 °C. Anal. Calcd for
C19H24N402:2HCI-H,0: C, 52.90; H, 6.30; N, 12.90. Found: C,
52.75; H, 6.24; N, 12.10.
4-Trifluoromethyl-3-[2-(morpholin-4-yl)ethylamino]-6-
phenylpyridazine (3j). The free base was purified by flash
chromatography (EtOAc): yield 94%; mp 82 °C; *H NMR (200
MHz, CDCls) 6 2.6—3.0 (m, 6H), 3.7—4.1 (m, 6H), 6.17 (s, 1H),
7.5—7.7 (m, 3H), 7.92 (s, 1H), 8.0—8.2 (m, 2H). Dihydrochloride
(i-PrOH): mp 218 °C. Anal. Calcd for C17H19F3N4O-2HCI: C,
48.01; H, 4.98; N, 13.17. Found: C, 47.74; H, 5.15; N, 12.93.
5-Phenyl-2-[2-(piperidin-1-yl)ethylamino]pyridine (4).
The free base (colorless oil) was purified by flash (EtOAc—
MeOH, 9:1, with 2% (v) triethylamine): yield 39%; *H NMR
(80 MHz, CDCl3) 6 1.53—1.71 (m, 6H), 2.30—2.50 (m, 6H), 3.10
(m, 2H), 5.10 (s, 1H), 6.40 (s, 1H), 7.20—7.50 (m, 5H), 8.26 (m,
2H).
5-Phenyl-2-[2-(piperidin-1-yl)ethylamino]pyrimidine
(5). The free base (white crystals) was purified by flash
chromatography (EtOAc with 2% (v) triethylamine): vyield
65%; mp 78 °C; 'H NMR (200 MHz, CDCl;3) 6 1.56—1.58 (m,
6H), 2.43—2.60 (m, 6H), 3.51 (t, 2H, J = 5.8 Hz), 5.86 (s, 1H),
7.26—7.46 (m, 5H), 8.52 (s, 2H). Anal. Calcd for C17H2:N4: C,
72.31; H, 7.85; N, 19.84. Found: C, 72.28; H, 7.90; N, 19.75.
3-Phenyl-6-[2-(piperidin-1-yl)ethylamino]-1,2,4-triaz-
ine (6). The free base (brown solid) was purified by flash
chromatography (EtOAc—MeOH, 8:2, with 2% (v) triethy-
lamine): yield 30%; mp 105 °C; *H NMR (200 MHz, CDCl3) 6
1.47-1.52 (m, 2H), 1.56—1.66 (m, 4H), 2.45 (m, 4H), 2.64 (t,
2H, J = 5.8 Hz), 3.60 (q, 2H, J = 5.5 Hz), 5.71 (s, 1H), 5.86 (s,
1H), 7.43—7.50 (m, 3H), 8.12 (s, 1H), 8.32—8.37 (m, 2H). Anal.
Calcd for CisH21Ns*H,0: C, 63.75; H, 7.69; N, 23.23. Found:
C, 63.66; H, 7.31; N, 22.71.
5-Phenyl-2-[2-(piperidin-1-yl)ethylamino]-1,3,4-thia-
diazole (7).%° The free base (white crystals) was purified by
flash chromatography (EtOAc with 2% (v) triethylamine): yield
60%; mp 100 °C; *H NMR (200 MHz, CDCl3) 6 1.56—1.58 (m,
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6H), 2.43—-2.60 (m, 6H), 3.46 (t, 2H, J = 5.8 Hz), 6.25 (s, 1H),
7.36—7.40 (m, 3H), 7.75—7.76 (m, 2H). Anal. Calcd for
CisH20N4S: C, 62.47; H, 6.98; N, 19.42. Found: C, 62.68; H,
7.06; N, 19.39.
3-[3-(Morpholin-4-yl)propylamino]-6-phenylpy-
ridazine (3m). The free base (white solid) was purified
by flash chromatography (EtOAc—MeOH, 9:1, with 2% (v)
triethylamine): yield 55%; mp 138 °C; *H NMR (200 MHz,
CDCl;) 6 1.87 (quint., 2H, J = 6.6 Hz), 2.51 (m, 6H), 3.58
(m, 2H), 3.75 (t, 4H, J = 4.5 Hz), 5.97 (brs, 1H), 6.70 (d, 1H,
J =9.3 Hz), 7.38—7.50 (m, 3H), 7.59 (d, 1H, J = 9.3), 7.97 (m,
2H). Dihydrochloride (i-PrOH): mp 276 °C. Anal. Calcd for
C17H22N40-2HCI-0.5H,0: C, 53.68; H, 6.64; N, 14.73. Found:
C, 53.67; H, 6.66; N, 14.66.
3-[1-(1-Ethylpyrrolidin-2-yl)methylamino]-6-phenylpy-
ridazine (3n). The free base (brown oil) was purified by flash
chromatography (EtOAc—MeOH, 9:1, with 2% (v) triethy-
lamine): yield 49%; *H NMR (200 MHz, CDCls) 6 1.12 (t, 3H,
J=7.3Hz),1.73—-1.75 (m, 4H), 2.20—2.29 (q, 4H, J = 7.3 Hz),
2.72—2.92 (m, 5H), 3.23 (m, 1H), 3.35—3.75 (m, 2H), 5.38 (brs,
1H), 6.74 (d, 1H, J = 9.5 Hz), 7.37—7.49 (m, 3H), 7.58 (d, 1H,
J = 9.5 Hz), 7.97 (m, 2H). Dihydrochloride (i-PrOH): mp 219
°C. Anal. Calcd for C17H22N4-2HCI-0.5H,0: C, 56.03; H, 6.93;
N, 15.38. Found: C, 55.94; H, 7.05; N, 15.19.
3-[2-(1,2,3,4-Tetrahydroisoquinolin-2-yl)ethylamino]-
6-phenylpyridazine (30). The free base (brown oil) was
purified by flash chromatography (EtOAc with 2% (v) triethy-
lamine): yield 10%; 'H NMR (200 MHz, CDCls;) 6 2.80—2.92
(m, 8H), 3.68 (s, 2H), 5.40 (brs, 1H), 6.70 (d, 1H, J = 8.0 Hz),
7.10—7.20 (m, 4H), 7.30—7.50 (m, 3H), 7.53 (d, 1H, J = 8.0
Hz), 7.98—-8.02 (m, 2H). Dihydrochloride (i-PrOH): mp 288 °C.
Anal. Calcd for C2:H2:N4-2HCI-H,0: C, 59.80; H, 6.17; N, 13.29.
Found: C, 59.46; H, 6.10; N, 13.31.
3-[3-(1,2,3,4-Tetrahydroisoquinolin-2-yl)propylamino]-
6-phenylpyridazine (3p). The free base (colorless oil) was
purified by flash chromatography (EtOAc with 2% (v) triethy-
lamine): yield 14%; *H NMR (300 MHz, CDCl3) 6 1.96 (m, 2H),
2.64—3.95 (m, 4H), 2.94 (m, 2H), 3.50—3.63 (m, 2H), 3.67 (s,
2H), 6.22 (brs, 1H), 6.61 (d, 1H, J = 9.0 Hz), 7.02 (m, 1H),
7.14 (m, 3H), 7.39—7.51 (m, 4H), 7.97 (m, 2H). Dihydrochloride
(i-PrOH): mp 230 °C. Anal. Calcd for Cz2H24N4-2HCI-2H,0: C,
58.27; H, 6.66; N, 12.36. Found: C, 58.12; H, 6.27; N, 13.05.
3-[4-(1,2,3,4-Tetrahydroisoquinolin-2-yl)butylamino]-
6-phenylpyridazine (3q). The free base (colorless oil) was
purified by flash chromatography (EtOAc—MeOH, 9:1 with 2%
(v) triethylamine): yield 12%; *H NMR (200 MHz, CDCl3) 6
1.74—1.90 (m, 4H), 2.59 (t, 2H, J = 6.7 Hz), 2.77 (t, 2H, J =
5.6 Hz), 2.94 (t, 2H, J = 5.6 Hz), 3.51 (m, 2H), 3,65 (s, 2H),
5.72 (brs, 1H), 6.45 (d, 1H, 3 = 9.5 Hz), 7.02—7.20 (m, 4H),
7.35—7.50 (m, 4H), 7.95 (m, 2H). Dihydrochloride (i-PrOH):
mp 162 °C. Anal. Calcd for C23H26N4-2HCI-2H,0: C, 59.09; H,
6.91; N, 11.99. Found: C, 59.23; H, 6.60; N, 11.91.
3-[5-(1,2,3,4-Tetrahydroisoquinolin-2-yl)pentylamino]-
6-phenylpyridazine (3r). The free base (white solid) was
purified by flash chromatography (EtOAc—MeOH, 9:1): yield
10%; mp 272 °C; *H NMR (200 MHz, CDCls) 6 1.45—1.81 (m,
6H), 2.52 (t, 2H, J = 7.3 Hz), 2.72 (t, 2H, J = 5.8 Hz), 2.91 (t,
2H, J = 5.8 Hz), 3.46 (m, 2H), 3.62 (s, 2H), 5.02 (brs, 1H),
6.64 (d, 1H, J = 9.3 Hz), 6.98—7.15 (m, 4H), 7.30—7.51 (m,
3H), 7.55 (d, 1H, 3 = 9.3 Hz), 7.96 (m, 2H). Dihydrochloride
(i-PrOH): mp 95 °C. Anal. Calcd for Cz4H2sN4-2HCI-H,0: C,
62.19; H, 6.97; N, 12.09. Found: C, 62.56; H, 7.11; N, 11.88.
3-[2-(1-Benzyl-1-methylamino)ethylamino]-6-phenylpy-
ridazine (3s). The free base (colorless oil) was purified by
flash chromatography (EtOAc with 2% (v) triethylamine): yield
40%; *H NMR (200 MHz, CDCl3) 6 2.20 (s, 3H), 2.70 (m, 2H),
3.50 (m, 4H), 5.30 (brs, 1H), 6.70 (d, 1H, 3 = 9.1 Hz), 7.30 (m,
3H), 7.40 (m, 5H), 7.60 (d, 1H, J = 9.1 Hz), 8.00 (m, 2H).
Dihydrochloride (i-PrOH): mp 201 °C. Anal. Calcd for CxoH22N4*
2HCI-0.5H,0: C, 60.00; H, 6.29; N, 14.00. Found: C, 59.90; H,
5.92; N, 14.10.
3-[3-(1-Benzyl-1-methylamino)propylamino]-6-phe-
nylpyridazine (3t). The free base (colorless oil) was purified
by flash chromatography (EtOAc—MeOH, 9:1, with 2% (v)
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triethylamine): yield 20%; *H NMR (300 MHz, CDCl3) 6 1.87
(m, 2H), 2.25 (s, 3H), 2.55 (m, 2H), 3.51 (s, 2H), 3.55 (m, 2H),
5.88 (brs, 1H), 6.59 (d, 1H, J = 13.7 Hz), 7.20—7.50 (m, 9H),
7.54 (d, 1H, 3 = 13.7 Hz), 7.95 (m, 2H). Dihydrochloride (i-
PrOH): mp 193 °C. Anal. Calcd for Cz1H24N4-2HCI-0.5H,0: C,
60.87; H, 6.57; N, 13.52. Found: C, 60.96; H, 6.63; N, 13.46.
3-[4-(1-Benzyl-1-methylamino)butylamino]-6-phenylpy-
ridazine (3u). The free base (colorless oil) was purified by
flash chromatography (EtOAc—MeOH 9-1): yield 17%; H
NMR (300 MHz, CDCls) 6 1.62—1.80 (m, 4H), 2.21 (s, 3H), 2.44
(m, 2H), 3.45 (m, 2H), 3.51 (s, 2H), 5.40 (brs, 1H), 6.60 (d, 1H,
J = 14.2 Hz), 7.20—7.47 (m, 8H), 7.56 (d, 1H, J = 14.2 Hz),
7.97 (m, 2H). Dihydrochloride (i-PrOH): mp 92 °C. Anal. Calcd
for CooH26N4-2HCI-H,0: C, 60.41; H, 6.91; N, 12.81. Found:
C, 60.10; H, 7.22; N, 12.54.
3-[5-(1-Benzyl-1-methylamino)pentylamino]-6-phe-
nylpyridazine (3v). The free base (brown oil) was purified
by flash chromatography (EtOAc—MeOH; 9:1): yield 18%; *H
NMR (300 MHz, CDCls) ¢ 1.47—1.73 (m, 6H), 2.21 (s, 3H), 2.40
(m, 2H), 3.43—3.50 (m, 4H), 4.79 (brs, 1H), 6.69 (d, 1H, J =
9.5 Hz), 7.28—7.51 (m, 8H), 7.62 (d, 1H, J = 9.5 Hz), 7.99 (m,
2H). Dihydrochloride (i-PrOH): mp 108 °C. Anal. Calcd for
Ca3H2sN4-2HCI-H,0: C, 61.18; H, 7.16; N, 12.41. Found: C,
60.80; H, 7.50; N, 11.54.
3-[(1-Benzylpiperidin-4-yl)amino]-6-phenylpy-
ridazine (3w). The free base (white solid) was purified by
flash chromatography (EtOAc with 2% (v) triethylamine): yield
18%; mp 259 °C; *H NMR (200 MHz, CDCl3) 6 1.48—1.70 (m,
2H), 2.10—2.24 (m, 4H), 2.89 (m, 2H), 3.52 (s, 2H), 3.95 (m,
1H), 4.74 (d, 1H, J = 7.7 Hz), 6.67 (d, 1H, J = 9.5 Hz), 7.25—
7.50 (m, 8H), 7.56 (d, 1H, J = 9.5 Hz), 7.96 (m, 2H).
Dihydrochloride (i-PrOH): mp 286 °C. Anal. Calcd for Cz;H24Ny*
2HCI-1.5H,0: C, 59.45; H, 6.59; N, 12.61. Found: C, 59.26; H,
6.53; N, 12.55.
3-[1-(1-Benzylpiperidin-4-yl)methylamino]-6-phenylpy-
ridazine (3x). The free base (beige solid) was purified by flash
chromatography (EtOAc—MeOH, 9:1, with 2% (v) triethy-
lamine): yield 41%; mp 183 °C; *H NMR (200 MHz, MeOH-d.)
0 1.25-1.43 (m, 2H), 1.60—1.88 (m, 3H), 2.03 (brt, 2H, J =
12.1 Hz), 2.93 (brd, 2H, J = 12.1 Hz), 3.35 (m, 2H), 3.51 (s,
2H), 6.93 (d, 1H, J = 9.5 Hz), 7.20—7.35 (m, 5H), 7.38—7.50
(m, 3H), 7.71 (d, 1H, 3 = 9.5 Hz), 7.86 (m, 2H). Dihydrochloride
(i-PrOH): mp 280 °C. Anal. Calcd for Cy3H2sN4-2HCI: C, 64.02;
H, 6.55; N, 12.99. Found: C, 63.70; H, 6.58; N, 12.80.

Special Procedures. 6-Phenyl-3-[2-(piperidin-1-yl)-
ethylamino]-1,2,4-triazine (8). (a) S-Ethyl Isothiosemi-
carbazide Hydrobromide.%® A solution of 18 g (0.2 mol) of
thiosemicarbazide® and 32 g (0.3 mol) of ethyl bromide in
MeOH (300 mL) was refluxed for 2 h. The MeOH was removed
under reduced pressure and Et,O was added to precipitate the
mixture. The precipitate was recrystallized in EtOH—(i-Pr),0
to give white crystals: yield 94%; mp 111 °C (lit.5® mp 120 °C);
IH NMR (80 MHz, DMSO-ds) 6 1.25 (t, 3H), 3.25 (g, 2H), 7.25
(brs, 2H).

(b) 3-Ethylthio-6-phenyl-1,2,4-triazine (17). To a solution
of 7 g (35 mmol) of S-ethyl isothiosemicarbazide hydrobromide
in EtOH (140 mL) was added 5.3 g (35 mmol) of phenylglyoxal
monohydrate. The mixture was refluxed for 10 h, and EtOH
was evaporated. The residue was put onto water, alkalinized
with 10% Na,COs, and extracted with EtOAc. The organic
layer was dried over Na,SO, and evaporated. The crude
product was purified by flash chromatography (hexane—
EtOAc—CH,ClIy, 5:1:1): yield 39%; mp 84 °C; *H NMR (80 MHz,
CDCls) 6 1.40 (t, 3H, 3 = 7.3 Hz), 3.30 (q, 2H, J = 7.3 Hz),
7.80 (m, 5H), 8.67 (s, 1H).

(c) 6-Phenyl-3-[2-(piperidin-1-yl)ethylamino]-1,2,4-tri-
azine (8). The product was obtained by using the same
protocol as for compound 3y. The free base (colorless oil) was
purified by flash chromatography (EtOAc with 2% (v) triethy-
lamine): yield 74%; *H NMR (200 MHz, CDCls) 6 1.60 (m, 6H),
2.55 (m, 6H), 3.65 (q, 2H), 6.03 (s, 1H), 7.50—7.78 (m, 5H), 8.4
(s, 1H). Oxalate (EtOH): yellow crystals; mp 201 °C. Anal.
Calcd for C16H21N5CoH,04: C, 57.89; H, 6.21; N, 18.75. Found:
C, 58.10; H, 6.13; N, 18.89.
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6-Phenyl-3-[2-(piperidin-1-yl)ethylamino]-(2H,5H)-di-
hydro-1,2,4-triazine (9). To a solution of 6-phenyl-3-[2-
(piperidin-1-yl)ethylamino]-1,2,4-triazine (1.1 mmol) in MeOH
(20 mL) was added 10% Pd/C. The mixture was placed on a
Parr hydrogenation apparatus and left under a pressure of
hydrogen (50 psi) for 3 h. The catalyst was filtered off, and
the filtrate was evaporated under reduced pressure. The
residue was dissolved in water, rendered alkaline, and ex-
tracted with EtOAc. The organic layers, dried over Na,SOy,
were removed under reduced pressure. The free base (colorless
oil) was purified by flash chromatography (EtOAc with 2% (v)
triethylamine): yield 85%; 'H NMR (80 MHz, CDCls) 6 1.60
(m, 6H), 2.50 (m, 6H), 3.45 (q, 2H), 4.40 (s, 2H), 7.50—7.78
(m, 5H). Oxalate (EtOH): mp 195 °C. Anal. Calcd for C;sH23Ns-
C,H,04-H,0: C, 54.95; H, 6.92; N, 17.80. Found: C, 54.58; H,
6.11; N, 17.60.

4-Hydroxymethyl-3-[2-(morpholin-4-yl)ethylamino]-6-
phenylpyridazine (3h). To a solution of 0.72 g (6 mmol) of
CaCl; in EtOH (15 mL) was added dropwise at 0 °C a solution
of 0.65 g (1.7 mmol) of NaBH, in EtOH (27 mL) and a solution
of 1.07 g (3 mmol) of 4-carbethoxy-3-[2-(morpholin-4-yl)-
ethylamino]-6-phenylpyridazine®® in EtOH (30 mL). The reac-
tion mixture was stirred at room temperature for 2 h, water
was added, and the mixture was acidified with HCI. EtOH was
evaporated, and the aqueous layer was extracted with EtOAc.
The aqueous phase was rendered alkaline with 10% K,COs;
and extracted with EtOAc. The combined organic extracts,
dried over Na,SO,, were removed under reduced pressure. The
free base was purified by flash chromatography (EtOAc—
MeOH, 85:15): yield 58%; mp 134 °C; 'H NMR (200 MHz,
CDCl3) 6 2.8—2.3 (m, 6H), 3.4—3.8 (m, 7H), 4.65 (s, 2H), 5.92
(s, 1H), 7.45 (s, 1H), 7.3-7.6 (m, 3H), 7.7-7.9 (m, 2H).
Dihydrochloride (EtOH): mp 190 °C. Anal. Calcd for C,7H2N4O-
2HCI-2H,0: C, 48.22; H, 6.66; N, 13.23. Found: C, 48.14; H,
6.54; N, 13.42.

4-Amino-3-[2-(morpholin-4-yl)ethylamino]-6-phenylpy-
ridazine (3k).5%8 (a) 1,1-Bis(thiomethyl)-2-nitroethylene
(15). To a solution of 40 g (0.65 mol) of nitromethane in EtOH
(100 mL) was added 60 mL (1 mol) of carbone disulfide. A
solution of KOH (80 g, 1.42 mol) in EtOH (400 mL) was added
dropwise to the reaction mixture at 35 °C. Stirring was
continued for 30 min at room temperature The red precipitate
was filtered and washed with EtOH and Et,O. The crude
product (81.5 g, yield 58%) was used without purification. This
salt (40 g, 0.19 mol) was dissolved in MeOH (200 mL) and
water (300 mL). The solution was cooled to 0 °C, and 35.5 mL
(0.21 mol) of dimethyl sulfate was added dropwise. The
reaction mixture was stirred at room temperature for 2 h.
Water (1.2 L) was added, and the formed precipitate was
collected by filtration, washed with H,O, and dried under
reduced pressure: yield 77%; mp 126 °C; *H NMR (200 MHz,
CDCl3) 6 2.57 (s, 6H), 7.10 (s, 1H). Anal. Calcd for CsH+-
NO,S;: C, 29.07; H, 4.27; N, 8.47. Found: C, 29.19; H, 4.30;
N, 8.53.

(b) 1-[2-(Morpholin-4-yl)ethylamino]-1-thiomethyl-2-
nitroethylene. A solution containing 0.17 g (1 mmol) of 1,1-
bis(thiomethyl)-2-nitroethylene, 0.13 g (1 mmol) of 2-(morpholin-
4-yl)ethylamine and EtOH (5 mL) was refluxed for 3 h. The
precipitate was filtered and washed with (i-Pr),O, and the
filtrate was evaporated. The crude product was purified by
flash chromatography (EtOAc—MeOH, 98:2, with 2% NH,OH):
yield 53%; 'H NMR (200 MHz, CDCl3) 6 2.3—2.8 (m, 9H), 3.3—
3.9 (m, 6H), 6.60 (s, 1H). Anal. Calcd for CgH17N303S: C, 43.70;
H, 6.93; N, 16.99. Found: C, 43.97; H, 7.01; N, 16.80.

(c) 4-Nitro-3-[2-(morpholin-4-yl)ethylamino]-6-phe-
nylpyridazine (16). A mixture of 2 g (8 mmol) of 1-[2-
(morpholin-4-yl)ethylamino]-1-thiomethyl-2-nitroethylene in
EtOH and 0.41 g (8 mmol) of hydrazine hydrate was refluxed
for 30 min. The solvent was removed by evaporation, and
EtOH (20 mL) was added to the residue. A solution of 1.46 g
(9.6 mmol) of phenylglyoxal in EtOH (3 mL) was added
dropwise, and the reaction mixture was stirred at room
temperature for 5 h. The solvent was removed under reduced
pressure, and the crude product was purified by flash chro-
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matography (EtOAc): yield 51%; mp 125 °C; *H NMR (200
MHz, CDClg) 6 2.4—2.9 (m, 6H), 3.6—4.1 (m, 6H), 7.3—7.6 (m,
3H), 7.9—8.4 (m, 4H). Dihydrochloride (i-PrOH): mp 182 °C.
Anal. Calcd for C16H19N503-2HCI-0.5H,0: C, 51.26; H, 5.64;
N, 18.68. Found: C, 51.70; H, 5.51; N, 18.38.

(d) 4-Amino-3-[2-(morpholin-4-yl)ethylamino]-6-phe-
nylpyridazine (3k). To a solution of 0.2 g (0.5 mmol) of
4-nitro-3-[2-(morpholin-4-yl)ethylamino]-6-phenylpyridazine di-
hydrochloride in MeOH (25 mL) was added 0.2 g of 10% Pd/C.
The mixture was placed on a Parr hydrogenation apparatus
and left under a pressure of hydrogen (75 psi) for 3 h. The
catalyst was filtered off, and the filtrate was evaporated under
reduced pressure. The residue was dissolved in water, ren-
dered alkaline, and extracted with EtOAc. The organic layers,
dried over Na,SO,, were removed under reduced pressure. The
dihydrochloride was obtained starting from the free base (yield
75%): mp 275 °C (dihydrochloride); *H NMR (200 MHz, DMSO-
de) 6 2.42—2.54 (m, 8H), 2.57 (m, 2H), 3.59 (m, 2H), 5.94 (s,
2H), 5.96 (m, 1H), 6.86 (s, 1H), 7.30—7.47 (m, 3H), 7.83—7.87
(m, 2H). Anal. Calcd for Ci6H21NsO-2HCI-H,0: C, 50.39; H,
6.34; N, 18.37. Found: C, 50.20; H, 6.34; N, 18.21.

Biological Studies. In Vitro Measurement of Acetyl-
cholinesterase and Butyrylcholinesterase Inhibition.
Acetylcholinesterase- and butyrylcholinesterase-inhibiting ac-
tivities were measured by the spectrophotometric method of
Ellman et al.®®¢ Homogenates of rat striatal brain (1:20 w/v in
0.01 M sodium buffer, pH 7.2, with 10 uM tetraisopropylpy-
rophosphoramide, approximately 1 unit/mL AChE activity),
electric eel AChE (type IlI, electric eel, Sigma Chemical Co.),
and human erythrocytes AChE (type XIlI, human erythro-
cytes, Sigma Chemical Co.) were used as sources of AChE, and
lyophilized human serum (crude powder, Sigma Chemical Co.)
was used as source of BUChE. AChE preparations from electric
eel and human erythrocytes and BuChE from human serum
were dissolved in 0.1 M potassium phosphate buffer, pH 7.2,
such as to have an enzyme solution stock with 2.5 units/mL
AChE activity. Acetylthiocholine iodide and butyrylthiocholine
iodide (Sigma Chemical Co.) were used as the substrates of
the enzymatic reaction, and 5,5-dithiobis(2-nitrobenzoic) acid
(DTNB) was used for the measurement of cholinesterase
activity. In this procedure, 940 uL of 0.1 M potassium buffer,
pH 8, with 60 mg/500 mL DTNB, 20 uL of test compound
solution, and 20 uL of enzyme stock solution (homogenate
striatal rat, electric eel, human erythrocyte AChE, and human
serum BuChE) were mixed. After 10 min of preincubation, 20
uL of 10 mM acetylthiocholine/butyrylthiocholine iodide was
added to the assay solution. The final assay volume was 1 mL.
The change in absorbance at 412 nm was recorded (spectro-
photometer UVIKON 860) during 1 min at 25 °C. The reaction
rate was calculated. Different concentrations (range of 10~°—
1073 M) of the test compound were assayed (triplicate), and
the percent inhibition due to the presence of test compound
was calculated. I1Csg values were determined graphically from
log concentration—inhibition curves.

Acknowledgment. We thank Dr. T. Lewis (Zeneca,
Jealott’s Hill) for a generous gift of donepezil, Prof. M.
Goeldner (Université Louis Pasteur, Strasbourg) for
help in spectroscopic measurement, and Ms. E. Scherer
(Centre de Neurochimie du CNRS, Strasbourg) for the
initial rat brain homogenate assays.

References

(1) Wermuth, C. G.; Exinger, A. Le dichlorhydrate de la morpholi-
noéthylamino-3 méthyl-4 phényl-6 pyridazine (Agr 1240). The
dihydrochloride of the morpholinoethylamino-3 methyl-4 phen-
yl-6 pyridazine (Agr 1240).) Agressologie 1972, 13, 285—289.

(2) Davies, P.; Maloney, A. J. F. Selective Loss of Cholinergic
Neurones in Alzheimer’s Disease. Lancet 1976, 2, 1403.

(3) Avery, E. E.; Baker, L. D.; Asthana, S. Potential Role of
Muscarinic Agonists in Alzheimer’s Disease. Drugs Agings 1997,
11, 450—459.

(4) Brufani, M.; Filocamo, L.; Lappa, S.; Maggi, A. New Acetylcho-
linesterase Inhibitors. Drugs Future 1997, 22, 397—410.

Contreras et al.

(5) Parnetti, L.; Senin, U.; Mecocci, P. Cognitive Enhancement
Therapy for Alzheimer’'s Disease. The Way Forward. Drugs
Future 1997, 53, 752—768.

(6) Giacobini, E. From Molecular Structure to Alzheimer Therapy.
Jpn. J. Pharmacol. 1997, 74, 225—241.

(7) Garattini, S.; Forloni, G. L.; Tirelli, S.; Ladinsky, H.; Consolo,
S. Neurochemical effects of minaprine, a novel psychotropic drug,
on the central cholinergic system of the rat. Psychopharmacology
1984, 82, 210—214.

(8) Wermuth, C. G.; Contreras, J. M.; Chayer, S.; Pinto, J.; Guilbaud,
P.; Rival, Y.; Bourguignon, J. J. 3-Aminopyridazines as a Source
of Acetylcholinesterase Inhibitors. Acta Pharm. Hung. 1996, S3—
S8.

(9) Kan, J. P.; Steinberg, R.; Oury-Donat, F.; Michaud, J. C;
Thurneyssen, O.; Terranova, J. P.; Gueudet, C.; Souilhac, J.;
Brodin, R.; Boigegrain, R.; Wermuth, C. G.; Worms, P.; Soubrié,
P.; Le Fur, G. SR 46559 A: A novel and Potent Muscarinic
Compound with no Cholinergic Syndrome. Psychopharmacology
1993, 112, 219—-227.

(10) Wermuth, C. G.; Bourguignon, J. J.; Hoffmann, R.; Boigegrain,
R.; Brodin, R.; Kan, J. P.; Soubrié, P. SR 46559 A and Related
Aminopyridazines are Potent Muscarinic Agonists with no
Cholinergic Syndrome. Bioorganic & Med. Chem. Lett. 1992, 2,
833—838.

(11) Boigegrain, R.; Kan, J. P.; Olliero, D.; Brodin, R.; Soubrié, P.;
Bourguignon, J. J.; Wermuth, C. G. SR 46559 A, an atypical
muscarinic compound with no cholinergic syndrome: chemical
approach and pharmacological profile. In Proceedings of the
Xl111th International Symposium on Medicinal Chemistry, Paris
1994, Muller, J. C., Ed.; Elsevier: New York, 1994; Suppl. Eur.
J. Med. Chem. 1995, 30, 175s—185s.

(12) Wermuth, C. G. Aminopyridazines — An alternative route to
potent muscarinic agonists with no cholinergic syndrome. Far-
maco, Ed. Sci. 1993, 48, 253—-274.

(13) Biniecki, S.; Gora, D.; Moll, M.; Rylski, L.; Gogolmska, B.;
Kurowska, H.; Pindor, E. Certain Heterocyclic Derivatives of
Phenethylamine. Acta Polon. Pharmacol. 1961, 18, 261—268.

(14) Lespagnol, A.; Deprey, J. Pyridazine derivatives I1. Bull. Soc.
Chim. Fr. 1962, 11, 1117-1122.

(15) Leclerc, G.; Wermuth, C. G. Dérivés pyridaziniques présentant
un intérét thérapeutique. VII1. Action du méthylure de diméth-
ylsulfoxonium sur les phényl-6 pyridazones-3. (Pyridazine De-
rivatives Presenting a Therapeutic Interest. VIII. Action of
Dimethylsulfoxonium Methylide on 6-Phenyl-3(2H)pyridazones.)
Bull. Soc. Chim. Fr. 1968, 10, 4123—4126.

(16) Maghioros, G.; Schlewer, G.; Wermuth, C. G. Obtention sélective
d'hydroxy-4 pyridazinones-3 et de pyridazones-3. Etude des
modalités de la cyclocondensation des acides f-acyl lactiques
avec I'hydrazine. (Selective Access to 4-Hydroxy-3(2H)pyridazi-
nones and to 3(2H)pyridazones. Study of the Cyclocondensation
Modalities of s-Acyl Lactic Acids with Hydrazine.) Bull. Soc.
Chim. Fr. 1985, 5, 865—870.

(17) Leclerc, G.; Wermuth, C. G. Dérivés pyridaziniques présentant
un intérét thérapeutique. X. Nouvelles synthéses au départ de
la méthyl-4 phényl-6 pyridazone-3. (Pyridazine Derivatives
Presenting a Therapeutic Interest. X. New Syntheses starting
from 4-Methyl-6-phenyl-3(2H)pyridazone.) Bull. Soc. Chim. Fr.
1971, 5, 1752—1756.

(18) Bourguignon, J. J.; Wermuth, C. G. Lactone Chemistry. Syn-
thesis of -Substituted, y-Functionalized Butanolides and Buteno-
lides and Succinaldehydic Acids from Glyoxylic Acid. J. Org.
Chem. 1981, 46, 4889—4894.

(19) Wermuth, C. G.; Schlewer, G.; Bourguignon, J.-J.; Maghioros,
G.; Bouchet, M.-J.; Moire, C.; Kan, J.-P.; Worms, P.; Biziere, K.
3-Aminopyridazine Derivatives with Atypical Antidepressant,
Serotonergic, and Dopaminergic Activities. J. Med. Chem. 1989,
32, 528—537.

(20) Coates, W. J.; McKillop, A. One-Pot Preparation of 6-Substituted
3(2H)-Pyridazinones from Ketones. Synthesis 1993, 3, 334—342.

(21) Ates, C.; Janoussek, Z.; Viehe, H. G. Trifluoroethylidenation of
Compounds with Activated Methylene Groups. Tetrahedron Lett.
1993, 34, 5711-5714.

(22) Church, R.; Trust, R.; Albright, J. D.; Powell, D. W. New
Synthetic Routes to 3-, 5-, and 6-Aryl-2-chloropyridines. J. Org.
Chem. 1995, 60, 3750—3758.

(23) Bohne, H.; Jutz, C.; Viehe, H. G. Imminium Salts in Organic
Chemistry; Wiley-Interscience: New York, 1976; Vol. 1.

(24) Coppola, G.; Hardtmann, G. E.; Huegi, B. S. Synthesis and
Reactions of 2-Aryl-3-(dimethylamino)acroleins. J. Heterocycl.
Chem. 1974, 11, 51-56.

(25) Coppola, G. M.; Fraser, J. D.; Hardtmann, G. E.; Huegi, B. S.;
Kathawala, F. G. Pyrimidinones 1. Synthesis of some 1-Substi-
tuted-5-aryl- and (4,5-Diaryl)-2(1H) pyrimidinones. J. Heterocycl.
Chem. 1979, 16, 545—554.



Aminopyridazines as Acetylcholinesterase Inhibitors

(26) Coppola, G. M.; Hardtmann, G. E.; Huegi, B. S. Pyrimidinones
2. Synthesis and Reactions of 2-Chloropyrimidines. J. Heterocycl.
Chem. 1980, 17, 1479—1482.

(27) Andersen, T. P.; Ghattas, A. B. A.; Lawesson, S. O. Studies on
Amino Acids and Peptides-1V— 1,2,4-Triazines from Thioacy-
lated Amino Acid Esters. Tetrahedron 1983, 39 (20), 3419—3427.

(28) Fatiadi, A. J. Active Manganese Dioxide Oxidation in Organic
Chemistry-Part | and Part 1. Synthesis 1976, 65—104 and 133—
167.

(29) Sircar, I.; Duell, B. L.; Bobowski, G.; Bristol, J. A.; Evans, D. B.
Cardiotonic Agents. 2. Synthesis and Structure—Activity Rela-
tionships of 4,5-Dihydro-6-[4-(1H-imidazol-1-yl)phenyl]-3(2H)-
pyridazinones: A New Class of Positive Inotropic Agents. J. Med.
Chem. 1985, 28 (10), 1405—1413.

(30) Saito, T.; Saheki, N.; Hatanaka, M.; Ishimaru, T. Synthesis of
1,3,4-Thiadiazol-2-ylacetic Acid Derivatives. J. Heterocycl. Chem.
1983, 20, 73—75.

(31) Paudler, W. W.; Chen, T. K. 1,2,4-Triazines Ill. A Convenient
Synthesis of 1,2,4-Triazines and Their Covalent Hydratation.
J. Heterocycl. Chem. 1970, 7, 767—769.

(32) Glennon, R. A.; Naiman, N. A; Lyon, R. A,; Titeler, M. Arylpip-
erazine Derivatives as High-Affinity 5-HT Serotonin Ligands.
J. Med. Chem. 1988, 31, 1968—1971.

(33) Dutta, A. K.; Xu, C.; Reith, M. E. A. Structure—Activity
Relationship Studies of Novel 4-[2-[Bis(4-fluorophenyl)methoxy]-
ethyl]-1-(3-phenylpropyl)piperidine Analogues: Synthesis and
Biological Evaluation at the Dopamine and Serotonin Trans-
porter Sites. J. Med. Chem. 1996, 39, 749—756.

(34) Profitt, J. A.;; Watt, D. S. A reagent for the a, $-Reduction of
Conjugated Nitriles. J. Org. Chem. 1975, 40, 127—-128.

(35) Sussman, J. L.; Harel, M.; Frolow, F.; Oefner, C.; Goldman, A,;
Toker, L.; Silman, I. Atomic Structure of Acetylcholinesterase
from Torpedo californica: A Prototypic Acetylcholine-Binding
Protein. Science 1991, 253, 872—879.

(36) Ellman, G. L.; Courtney, K. D.; Andres, V.; Featherstone, J,;
Featherstone, R. M. A New and Rapid Colorimetric Determina-
tion of Acetylcholinesterase Activity. Biochem. Pharmacol. 1961,
7, 88—95.

(37) Freeman, S. E.; Dawson, R. M. Tacrine: A Pharmacological
Review. Prog. Neurobiol. 1991, 36, 257—277.

(38) Bryson, H. M.; Benfield, P. Donepezil. Drugs Aging 1997, 10,
234-239.

(39) Sugimoto, H.; limura, Y.; Yamanishi, Y.; Yamatsu, K. Synthesis
and Structure—Activity Relationship of Acetylcholinesterase
Inhibitors: 1-Benzyl-4-[(5,6-dimethoxy-1-oxoindan-2-yl)methyl]-
piperidine Hydrochloride and Related Compounds. J. Med.
Chem. 1996, 38, 4821—4829.

(40) Beylin, V. G.; Colbry, N. L.; Goel, O. P.; Haky, J. E.; Johnson,
D. R.; Johnson, J. L.; Kanter, G. D.; Leeds, R. L.; Leja, B.;
Anticancer Anthrapyrazoles. Improved Syntheses of Clinical
Agents CI-937, CI-941 and Piroxanthrone Hydrochloride. J.
Heterocycl. Chem. 1989, 26, 85—96.

(41) Benarab, A.; Boye, S.; Savelon, L.; Guillaumet, G. Utilisation
de Groupement Cyanométhyle Motif Protecteur des Phénols,
Amines et Carbamates. (Utilization of the Cyanomethyl Group
Motif Protector of Phenols, Amines, and Carbamates.) Tetrahe-
dron Lett. 1993, 34, 7567—7568.

(42) Surrey, A. R.; Olivet, A. J.; Hoppe, J. O. The Synthesis of Bis-
quaternary Salts of Some 1,7-Phenanthroline Derivatives. J. Am.
Chem. Soc. 1954, 76, 4920—4923.

Journal of Medicinal Chemistry, 1999, Vol. 42, No. 4 741

(43) Mokrosz, J. L.; Dern-Wesolek, A.; Tatarczynska, E.; Duszynska,
B.; Bojarski, A. J.; Mokrosz, M. J.; Chojnacka-Wojcik, E. 8-[4-
[2-(1,2,3,4-tetrahydroisoquinolinyl)]butyl]-8-azaspiro[4.5]decane-
7,9-dione: A New 5HT1A Receptor Ligand with the Same
Activity Profile as Buspirone. J. Med. Chem. 1996, 39, 1125—
1129.

(44) Shapiro, S. L.; Rose, I. M.; Freedman, L. Aminoalkylamides and
Oxazolidinediones. J. Am. Chem. Soc. 1959, 81, 3083—3088.

(45) Ueda, T.; Ishizaki, K. Syntheses of (3-Aminopropyl)guanidine
Derivatives. Chem. Pharm. Bull. 1967, 15, 228—232.

(46) Finch, N.; Gemenden, C. W. Intramolecular Cyclization of N-(w-
Aminoalkyl)-1,2-dihydroisoqunolines. J. Org. Chem. 1973, 38,
437—440.

(47) Secor, H. V.; lzac, R. R.; Hassam, S. B.; Frisch, A. F. Synthesis
of [methyl-1“C]-N-methylputrescine. J. Labeled Compd. Radiop-
harm. 1994, 34, 421—426.

(48) George, P.; Severin, M.; Mangane, M.; Merly, J. P.; Bigg, D.
Dérivés de [(pipéridinyl-4)méthyl]-2-dihydro-2,3-1H-isoindole et
tétrahydro-2,3,4,5-1H-benzazépines, leur préparation et leur
application en thérapeutique; EP 0351 283, France, 1989.

(49) Valenta, V.; Holubek, J.; Svatek, E.; Matousova, O.; Metysova,
J.; Protiva, M. Potential Neuroleptics of the Orthopramide
Series; Synthesis of Heterocyclic 5-Amino-2-methoxybenzamides
and of Some Related Compounds. Collect. Czech. Chem. Com-
mun. 1990, 55, 1297-1310.

(50) Wagner, S.; Scheve, B. J. Absence of Intramolecular charge-
transfer Quenching in Photoexcited 4-benzoylpiperidines. J. Am.
Chem. Soc. 1977, 99, 1858—1862.

(51) Eckhardt, W.; Grob, C. A. Synthese und Basizitat 4-heterosub-
stituierter Chinuclidine. (Synthesis and Basicity of 4-Hetero-
substituted Quinuclidines.) Helv. Chim. Acta 1974, 57, 2339—
2345.

(52) Garratt, P. J.; Doecke, C. W.; Weber, J. C.; Paquette, L. A.
Intramolecular Anionic Cyclization to Capped [3]Peristylanes.
J. Org. Chem. 1986, 51, 449—552.

(53) Sugimoto, H.; Tsuchiya, Y.; Sugumi, H.; Higurashi, K.; Karibe,
N.; Limura, Y.; Sasaki, A.; Kawakami, Y.; Nakumura, T.; Araki,
S.; Yamanishi, Y.; Yamatsu, K. Novel Piperidine Derivatives.
Synthesis and Anti-Acetylcholinesterase Activity of 1-Benzyl-
4-[2-(N-benzoylamino)ethyl]piperidine Derivatives. J. Med. Chem.
1990, 33, 1880—1887.

(54) New, J. S.; Yevich, J. P. Applications of Lithium Aluminium
Hydride in the Synthesis of Substituted Ethyl- and Propy-
lamines. Synthesis 1983, 388—389.

(55) Beyer, H.; Liebenow, W.; Pyl, T. Thiazolyl-(2)-Hydrazone und
Thiosemicarbazone Des p-Benzochinons. Chem. Ber. 1957, 90,
1738—-1742.

(56) Malinauskas, A. A.; Mozolis, V. V.; Gurkliene, M. P. Sulfoalky-
lation of Organosulfur Compounds. Zh. Org. Khim. 1988, 24,
1529-1531.

(57) Arnaud-Neu, F.; Bourguignon, J. J.; Mehta, S. K.; Wermuth, C.
G. Acid—base Characteristic 3-Alkylaminopyridazine deriva-
tives. J. Chem. Res. Minipr. 1994, 120—139.

(58) Bourguignon, J. J.; Wermuth, C. G.; Worms, P. Imidazo[1,2-b]-
pyridazines, procédé pou leur préparation et compositions
pharmaceutiques les contenant EP 0351 283, SANOFI, France,
1988.

JM981101Z



