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Akila Khilifi?, Noureddine Raouafi**, Issa Tapsobab, Khaled Boujlel*
and Mohamed Lamine Benkhoud?®

4 Laboratoire de Chimie Analytique et Electrochimie, Faculté des Sciences de Tunis, Campus Universitaire
Tunis El-Manar 2092, Tunis, Tunisia; b1 aboratoire de Chimie Organique: Structure et Réactivité; Université
de Ouagadougou, UFR-SEA, Ouagadougou, Burkina Faso

(Received 2 November 2007; final version received 27 June 2008)

2-Bromoacetate ethyl ester 4, 2-chloroacetonitrile 5, 2-bromo-1-(4-nitrophenyl)ethanone 6, and 2-
chloroacetone 7 react with N-thioamido amidines 3 to yield the corresponding 4,5-disubstituted 2-
alkylamino thiazoles 8, 9, 10, and 11 after the release of an amine molecule. The reaction of the amidines
3 with benzyl bromide 12, 4-chlorobutyronitrile 13, 3-bromopropionate ethyl ester 14, 3-chloropropionate
ethyl ester 15, and 4-nitrobenzyl chloride 16 does not lead to the cyclic derivatives but gives opened-ring
intermediates 17, 18, 19, 20, and 21. The cyclization mechanism is discussed on the basis of the study of the
opened-ring intermediates which have been isolated in some cases and the AM1 and PM3 semi-empirical
energetic calculations.

Keywords: N-thioamido amidines; 4,5-disubstituted 2-alkylamino thiazoles; opened-ring intermediates;
cyclization; AM1 and PM3 semi-empirical calculations

1. Introduction

The thiazole ring is present in many isolated natural products such as Didmolamide A and B,
Dendroamide A, Bistratamides E-J, and Tenuecyclamides A—D (/-6). Molecules containing the
thiazole ring display a large spectrum of utilizations in many fields of medicine as anticancer
agents: thia-netropsin and Bleomycin (7—11). The 2-aminothiazole is a subclass family that forms
a useful structural compound for the synthesis of polymers (/2). It has also found application in
drug target molecules for ailments ranging from allergies to HIV infections, dyes, and pigments
(13-17). Also it can serve as starting reactants for the synthesis of many interesting heterocyclic
fused-ring compounds such as imidazolothiazole and pyrimidothiazole, which have pharmaco-
logical activity (/8-22). In this work, we report the synthesis of a family of amidines bearing a
thioamido group and their condensation with functionalized halogenoalkyl derivatives in basic
medium with the aim to prepare the corresponding substituted 2-alkylaminothiazolines. The
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mechanism of the reaction is discussed by considering the intermediates isolated during the
course of the reaction and the energetic calculations using semi-empirical methods.

2. Results and discussion

2.1. Synthesis of imidates, N-thioamido imidates and N-thioamidio amidines

Imidates 1 were synthesized by alcoholysis of aromatic and benzylic nitrile compounds according
to the well-known Pinner reaction by bubbling anhydrous HCI gas into an equimolar mixture of
aromatic or benzylic nitrile derivatives and methanol (23). The basic neutralization of the resulting
imidate hydrochloric salt with a 10% aqueous sodium hydroxide solution leads to the corre-
sponding imidates in satisfactory yields. The condensation of various isothiocyanates to the
imidates 1 in anhydrous tetrahydrofuran resulted in N-thioamido imidates 2 formation (24).
Then, N-thioamido imidates 2 were left to react with primary amines in anhydrous methanol,
allowing N-thioamido amidines 3 formation after the substitution of methoxy group by amino
group (13) (Scheme 1).

5 S
N—H NJJ\N’R2 N)j\ ~R?
RI—C=N —2» R*—c{ L R1—c// rli —— R1—C</ '|4
OCHj OCH;4 NH-R3
1 2 3

a: MeOH, HClg) Et,0; NaOH (10%)ELO; b : RZ-NCS / THF: ¢ ; R3-NH; / MeOH

Scheme 1.

The above described reaction leads to a large variety of N-thioamidoimidates 2 and
trisubstituted amidines 3 (Table 1).

2.2. Synthesis of 4,5-disubstituted 2-alkylaminothiazoles

Synthesis process of the new 2-aminothiazole family is outlined in Scheme 2. The preparation of
products 8, 9, 10, and 11 (Table 2) consists of the cyclocondensation of N-thioamidoamidines

Table 1. Synthesized N-thioamido imidates 2 and amidines 3.

Entry R! R? R3
2a Ph Ph -
2b Ph CH,—Ph -
2¢ Ph CH,—CHj3 -
2d CH,—Ph Ph -
2e CHz —Ph CHz —Ph =
3a Ph Ph CH,—Ph
3b Ph CH,—Ph CH,—Ph
3c Ph Et CH,—Ph
3d CH,—Ph Ph CH,—Ph
3e CH,—Ph CH,—Ph CH,—Ph
3f Ph Ph CH,—pyr®

“pyr: pyridinyl.
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Table 2. Synthesized thiazolines derivatives 8, 9, 10, and 11.

Entry X R! R? R*

8a Br Ph Ph CO,Et

8b Br Ph Bn COEt

8c Br Ph CH;3CH, COEt

8d Br CH,—Ph Ph CO,Et

9a Br Ph Ph C(O)—Ph-p-NO,
9b Br CH,—Ph CH,—Ph C(0)—Ph-p-NO,
10a Cl Ph Ph CN

10b Cl CH,—Ph CH,—Ph CN

11a Cl Ph Ph C(0)—CHj;
11b l CH,—Ph CH,—Ph C(0)—CH;,

3 with 2-halo alkyl derivatives 4, 5, 6, and 7 bearing a strong electron withdrawing group in
refluxing ethanol in the presence of one equivalent of pyridine (Scheme 2).

RN, - NH-R? Rl

Y \Ir + XCH,R* pyridine/EtOH ’
2 —

HN S

N
TS
A, 24h g

\R3 R4
3 4-7 8-11
Scheme 2.

During the course of reaction an amine molecule R3>—NH, was released. The use of N-
thioamido imidates 2 instead of N-thioamido amidines 3 did not yield the products 8, 9, 10,
and 11 but give a complex mixture of products (Scheme 3).

RN\ NH-R? ridine/EtOH -
Y \n’ + XCHyR' X, complex mixture of products
0 s A, 24h

HyC 2 4-7

Scheme 3.

Two possible intermediates A and B may be formed. The first one A could be obtained from
the N-alkylation of the NH—R? moiety, whereas the second one B results from an S-alkylation
of thioamide group (Scheme 4).

As described above (Scheme 5) only the intermediate B could give an anionic form which
leads by cyclization to the corresponding 2-alkylimino-5-thiazole, which can tautomerize to
2-alkylamino thiazoles 8—11. The intermediate A could evolve to the substituted imidazoles C via
an intramolecular cyclization favored by H,S molecule elimination. But no trace of compound C
was isolated or detected during the course of the reaction. The relative position of the methylene
group to the electron withdrawing group influences the ring closure reaction.

No cyclic derivatives have been obtained when reacting amidines 3 with benzyl bromide 12,
4-chlorobutyronitrile 13, 3-bromopropionate ethyl ester 14, 3-chloropropionate ethyl ester 15, nor
with p-nitrobenzyl chloride 16; however, opened-ring intermediates 17, 18, 19, 20, and 21 were
isolated. These intermediates did not show any characteristic band at about 1200 cm ™' related to
the stretching vibration of the C=S bond; but they do reveal the presence of a bands at 1640 cm ™!
assigned to C=N function. This result is in favor of the formation of intermediate B (Scheme 4).
For compounds 17-21, when the isolated intermediates B were heated in presence of pyridine in
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R? R N N-R? R! N
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Scheme 4.
N-R?
1 R 1
RN N~ _N-R? RYN\{ /d s N\
\r/ L L 8 _— - >=QV( — | >—NHR2
1 HX HN 3
HN s R \ SR, g RS
\R3 ~ R? 4 R* f
R 3-11
Scheme 5.

ethanol for 24 h or more, only the reactants products were recovered. This may be due to the low
acidity of protons of the methylene group directly linked to the sulfur atom. The presence of an
electron withdrawing groups is essential to have acidic protons which are easy to remove. The
location of the EWG in 8 (entry 18 and 19) or y (entry 20) positions with respect to the sulfur
has shown a dramatical decrease in the acidity of the methylene group proton and turned them to
be inert. In the case of benzyl bromide, the introduction of a strong withdrawing group in para
position to the methylene chloride (entry 21) did not give cyclization products, that is probably
too far to affect enough the methylene group to increase its acidity (Table 3).

Table 3. Isolated intermediates 17, 18, 19, 20, and 21.
1 4
R \I/N Y S N~ R
- NH N
R® R?
X R! R? R3 R*
17a Br Ph Ph CH,;—Ph Ph
17b Br CH,—Ph CH,—CHj; CH,—Ph Ph
18a Br Ph Ph CH,—Ph CH,CO,Et
18b Br CH,—Ph Ph CH;—Ph CH,CO;Et
19a Cl Ph Ph CH,;—Ph (CH;),COEt
20a Cl Ph Ph CH,—Ph (CH;);—CN
20b Cl Ph Ph CH;—CsH4N (CH3),-CN
21a Cl CH,—Ph CH,;—Ph CH;—Ph Ph-p-NO,
21b Cl CH,—Ph Ph Ph Ph-p-NO,
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2.3. Spectroscopic study
2.3.1. IR spectroscopy

IR spectra of the thiazoline derivatives show the absence of the characteristic stretching vibration
band of the C=S function at 1200 cm~!. Cyclization has slightly affected the stretching vibration
band of C=N function. The wave number is initially at about 1620-1660 cm™" in amidines 3 and
becomes at about 1600 cm™! after cyclization.

2.3.2. NMR spectroscopy

The analysis of the 'H-NMR spectra of thiazolines points out the presence of a new quartet and
triplet assigned to the ethyl group of ester function introduced by bromoacetate ethyl ester for
compounds 8 and singlet assigned to the methyl group of acetyl function for compounds 11. For
the thiazoles 9 and 10, the presence of some new aromatic protons is visible. For all compounds
8. 9. 10, and 11, the total absence of the R3 protons is noticeable due to the elimination of an
amine molecule R*—NH, during the ring closure.

In 3C-NMR spectrum for compounds 8, the presence of new signals related to the ethylcarboxyl
function was noted. Also, the spectral data show some characteristic peaks for compounds 9 and
10 such as the presence of a new quaternary carbon located to the higher field related to the C=0
carbon for compounds 9 and 11 or a signal at about 110 ppm which is characteristic of nitrile
group introduced by chloroacetonitrile for the substrates 10. The absence of the carbon signals
related to the amine group R*—NH, is common for all the compounds.

2.3.3.  Mass spectrometry

All CI-MS show the M*; (M + H)™ and (M + 2H)™" peaks for compounds 8, 9, 10, and 17. They
also reveal the existence of some common fragments like (M—OEt)* or (M—CO,Et)* for the
compounds 8 and 17.

2.4. Semi-empirical calculations
2.4.1. Charge calculations of nitrogens of amidines 3

In order to gain best insight into the reactivity of amidines 3, quantum calculations in the semi-
empirical level, using the AM1 (25) and PM3 methods (26), have been performed to determine
the different nucleophilic charges of centers (Table 4). Also, the geometry was optimized and
the atoms charges have been calculated for the intermediates A and B which leads to some
representative aminothiazoles (8c, 9a, 10a).

From the previous table we could deduce that the nitrogen N2 is, in all cases, more basic than
the nitrogen N3, which are less basic than the sulfur atom. According to the electron density it
seems plausible that alkylation on nitrogen 2 or 3 may occur when the amidine 3 is treated with
the 2-halogenated alkyl derivatives as illustrated in Scheme 4.

2.4.2.  Geometry optimization of intermediates and energy calculations

The energetic quantum calculations show that the intermediates formed by the S-alkylation of
the starting amidines 3 with halo alkyl derivatives are more easily obtained during the course
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Table 4. Charges of nitrogen and sulfur atoms in the amidines 3.

3

\"/NH-R2

NH S

R3
Entry N1 N3
Calculation method AM1 PM3 AM1 PM3 AM1 PM3 AM1 PM3
3a —0.293 —0.355 —0.461 —0.078 —0.414 0.226 —0.028 —0.437
3b —0.291 —0.342 —0.462 —0.085 —0.446 0.115 —0.060 —0.457
3c —0.293 —0.345 —0.443 —0.086 —0.447 0.114 —0.077 —0.453
3d —0.324 —0.372 —0.483 —0.074 —-0.414 0.223 —0.059 —0.439
3e —0.324 —0.354 —0.493 —0.093 —0.445 0.110 —0.087 —0.458
3f —0.290 —0.356 —0.447 —0.074 —0.411 0.226 —0.046 —0.458
Table 5. Optimized geometries of compounds 8¢, 9a, and 10b.
Parameters 8c 9a 10b
AG (B), KJ/mol 1060.8 1646.2 1531.5
AG, (A), KJ/mol 1305.6 1728.6 1633.2
AG, (A-B), KJ/mol 244.8 82.4 101.7
Charge on C (A) —0.11 —0.17 —0.04
Charge on H (A) 0.206 0.193 0.202
Charge on H (A) 0.203 0.192 0.199
Charge on C (B) —0.43 —0.47 —0.30
Charge on H (B) 0.194 0.202 0.211
Charge on H (B) 0.211 0.196 0.201

i \?/ /\\#7
et

8c

9a

10b

of the reaction than that produced by the N-alkylation (A) (AG ~ 82 — 245kJ/mol). Also the
results confirm that the hydrogen of the methylenic group linked to the sulfur atom is more basic
(intermediate B) than those bearing the nitrogen atom (intermediate A), so it could be easily

deprotonated in basic medium.
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3. Experimental

3.1. Synthesis of N-thioamido imidates 2

To a solution of 10.0 mmole of imidates 1 in 15 ml of anhydrous diethyl ether, 11.0 mmole of
an isothiocyante derivative were added; the solution was left for stirring at room temperature for
24 h. The solvent was evaporated under reduced pressure. The resulting oil was washed twice
with 5 mL of petroleum ether and allowed to stay at room temperature for 3—4 days to crystallize
giving the amidines 2. The solid was purified by recrystallization in absolute ethanol (27-30).

3.1.1. 2a: (Z)-methyl N-phenylcarbamothioylbenzimidate

Yield 2.51 g (93%). Solid m.p.: 144°C; IR (CHCly) v (cm~'): 3384, 1655, 1202; 'H-NMR
(300 MHz, CDCl3): 8 = 3.71 (s, 3H, CH3), 7.12-8.21 (m, 11H, NH, Ar); '3C-NMR (CDCl;):
§ = 54.0,121.5, 122.6, 125.4, 126.3, 128.1, 128.4, 129.8, 130.5, 162.0, 191.0.

3.1.2.  2b: (Z)-methyl N-benzylcarbamothioylbenzimidate

Yield 2.58 g (91%). Solid m.p.: 120 °C; IR (CHCl3) v (cm™'): 3396, 1657, 1212; "H-NMR (300
MHz, CDCl3): § = 3.89 (s, 3H, CH3), 4.91 (d, 2H, *J,,_;, = 6.8 Hz, CH,), 7.04-8.05 (m, 11H,
NH, Ar); *C-NMR (CDCl3): § = 49.7, 55.0, 127.7, 128.2, 128.9, 129.5, 129.8, 132.0, 136.1,
136.7, 158.8, 191.2.

3.1.3.  2c: (Z)-methyl N-ethylcarbamothioylbenzimidate

Yield 1.84 g (83%). Solid m.p.: 113°C; IR (CHCI3) v (cm™1): 3386, 1663, 1222; 'H- NMR
(300 MHz, CDCl5): § = 1.22 (t, 3H, 3JH_H = 7.2Hz, CHj3), 3.67 (q, 2H, 3JH_H = 7.0Hz,
CH,), 3.91 (s, 3H, CH3), 6.92-7.88 (m, 11H, NH, Ar); >*C-NMR (CDCl5): § = 13.5,40.4, 55.1,
128.3, 128.9, 129.8, 136.2, 158.4, 190.8.

3.1.4. 2d: (Z)-methyl 2-phenyl-N-(phenylcarbamothioyl)acetimidate

Yield 2.44 ¢ (86%). Solid m.p.: 118°C; IR (CHCl3) v (cm™'): 3384, 1665, 1217; 'H-NMR
(300 MHz, CDCL3): § = 3.68 (s, 3H, CHs), 4.03 (d, 2H, 3J,,_,, = 6.6 Hz, CH,), 6.98-8.04
(m, 11H, NH, Ar); 3C-NMR (CDCl;): § = 36.0, 54.0, 127.0, 128.8, 129.4, 130.1, 132.5, 134.9,
136.0,137.6, 163.2, 190.0.

3.1.5. 2e: (Z)-methyl N-benzylcarbamothioyl-2-phenylacetimidate

Yield 2.41 g (81%). Solid m.p.: 81°C; IR (CHCly) v (cm~!): 3394, 1662, 1229; 'H-NMR
(300 MHz, CDCl3): 8 = 3.82 (s, 3H, CHs), 4.08 (d, 2H, 3J,,_,, = 7.3Hz, CH,), 4.61 (d, 2H,
3J,_, = 6.5Hz, CH,), 6.89-8.13 (m, 1 1H, NH, Ar); '3C-NMR (CDCly): § = 54.9, 40.0, 48.9,
127.7, 127.9, 128.4, 128.6, 129.3, 129.9, 135.8, 136.7, 161.41, 191.02.

3.2. Synthesis of N-thioamido amidines 3

A mixture of the imidate 2 (10.0 mmole) and primary amine (11.0 mmole) in methanol (10 mL)
was stirred at room temperature for 2—-3 days. The crude product was filtered off and recrystallized
from the ethanol to yield the amidines 3 as white solid (30).
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3.2.1. 3a: (Z)-N-phenyl-N'-(phenylcarbamothioyl)benzimidamide

Yield 3.13g (91%). Solid m.p.: 155°C; IR (CHCl): v (cm™!): 3424, 1651, 1221; 'H-NMR
(300 MHz, CDCls): § = 4.57 (d, 2H, *J,,_,, = 6.5 Hz, CH,), 7.02-8.95 (m, 17H, NH, Ar); 1*C-
NMR (CDCly): § = 46.4, 120.6, 122.9, 126.9, 127.3, 128.1, 128.2, 128.3, 130.5, 133.6, 134.2,
138.6, 139.2, 160.6, 175.2.

3.2.2. 3b: (Z)-N-benzyl-N'-(benzylcarbamothioyl)benzimidamide

Yield 2.78 g (80%). M.p.: 96°C; IR (CHCls): v (cm™!): 3414, 1649, 1227; '"H-NMR (300 MHz,
CDCls): 8 = 4.82 (d, 2H, 3J,,_,, = 6.4Hz, CH,), 4.89 (d, 2H, 3J,,_,, = 6.7Hz, CH,), 6.96—
8.04 (m, 17H, NH, Ar); 3C-NMR (CDCl;): § = 49.4, 54.3, 125.7, 126.2, 127.5, 127.9, 128.5,
128.7,130.2, 136.1, 158.7, 176.2.

3.2.3. 3c: (Z)-N-benzyl-N'-(ethylcarbamothioyl)benzimidamide

Yield 2.46 g (83%). Solid m.p.: 95°C; IR (CHCl3): v (cm™"): 3380, 1636, 1232; 'H-NMR (300
MHz, CDCl;): § = 1.22 (1, 3H, 3J,_,, = 8.0Hz, CH3), 3.83 (q, 2H, 3J,_,, = 7.7Hz, CH,),
4.52(d,2H,%J,—, = 6.5Hz, CH,), 7.07-8.84 (m, 12H, NH, Ar); *C-NMR (CDCl3): § = 13.7,
40.3,54.3, 126.6, 127.0, 128.6, 128.9, 129.1, 130.5, 136.2, 140.0, 157.7, 179.9.

3.2.4. 3d:(Z)-N-benzyl-2-phenyl-N -(phenylcarbamothioyl)acetimidamide

Yield 2.90g (81%). Solid m.p.: 106°C; IR (CHCl3): v (cm™'): 3380, 1661, 1227; '"H-NMR
(300 MHz, CDCls): § = 4.08 (d, 2H, 3J,,_,, = 6.4Hz, CH,), 4.62 (d, 2H, *J,_, = 6.7Hz,
CH,), 7.22-8.08 (m, 17H, NH, Ar); 3C-NMR (CDCl;): § = 36.6, 48.5, 126.4, 126.8, 127.9,
128.2,129.1, 129.2, 134.8, 137.0, 137.4, 158.2, 174.3.

3.2.5. 3e: (Z)-N-benzyl-N'-(benzylcarbamothioyl)-2-benzylacetimidamide

Yield 3.24 g (87%). Solid m.p.: 154 °C; IR (CHCl3): v (cm™): 3391, 1619, 1239; 'H-NMR (300
MHz, CDCLy): § = 3.22 (d, 2H, *J,,_,, = 7.7Hz, CH,), 437 (d, 2H, *J,,_ ,, = 6.5Hz, CH,),
4.51(d,2H,J,_, = 6.5Hz, CH,),7.17-7.78 (m, 17H, NH, Ar); *C-NMR (CDCl3): § = 48.2,
49.6,54.3, 126.5, 127.6, 127.9, 128.4,128.6, 129.1, 134.5, 137.5, 156.5, 183.2.

3.2.6. 3f: (Z)-N'-(phenylcarbamothioyl)-N-(pyridin-2-ylmethyl)benzimidamide

Yield 3.36 g (90%). Solid m.p.: 132°C; IR (CHCl;): v (cm™!): 3409, 1617, 1229; 'H-NMR
(300 MHz, CDCl3): § = 4.83 (d, 2H, 3J,,_,, = 6.6Hz, CH,), 7.21-8.34 (m, 16H, NH, Ar),
8.89 (d, 1H,%J,_,, = 8.8 Hz, CHAr); 3C-NMR (CDCl3): § = 53.4, 122.1, 122.5, 128.0, 128.6,
129.2,129.8, 131.0, 131.8, 132.5, 132.9, 135.2, 136.9, 158.1, 162.8, 178.1.

3.3. Synthesis of thiazolines

A mixture of amidine 3 (2.0 mmole), 2-halogenated alkyl derivatives (2.1 mmole) in 10 mL
ethanol, and 2.1 mmole of pyridine was heated under reflux for 24 h. Water (20 mL) was added
to the reaction mixture and the product was extracted twice with 15 mL of chloroform. The chlo-
roform evaporated and the resulting oil was washed with 10 mL petroleum ether and allowed to
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stay at room temperature for 2—-3 days to crystallize yielding the thiazolines (or the S-alkylated
amidines).

3.3.1. 8a: Ethyl-4-phenyl-2-(phenylamino)thiazole-5-carboxylate

Yield 5.70 g (88%). Solid m.p.: 190°C; IR (CH3Cl): v (cm™") 3395, 1699; '"H-NMR (300 MHz,
CDCl3): § = 1.21 (t, 3H, 3JH_H = 7.8Hz, CH3), 4.18 (q, 2H, 3]H_H = 7.4Hz, CHy), 7.11-
7.67 (m, 11H, NH, Ar); 3C-NMR (CDCls): § = 14.2, 60.8, 109.9, 120.1, 124.5, 127.6, 129.1,
129.4,129.7, 134.0, 139.2, 158.4, 161.6, 168.1; MS (CI, NH3): m/z (M™): 324, (M™ + H): 325,
(Mt — OEt): 279, (M — CO,Et): 253. Elemental analysis (found/calculated): C: 66.52/66.64;
H: 5.02/4.97; N: 8.59/8.64.

3.3.2.  8b: Ethyl-2-(benzylamino)-4-phenylthiazole-5-carboxylate

Yield 5.04 g (80%). Solid m.p.: 140 °C; IR (CH3Cl): v (cm~'): 3393, 1697; 'H-NMR (300 MHz,
CDCl;): 8§ = 1.24 (t, 3H,*J,,—,; = 7.2Hz, CH3),4.23 (q, 2H, *J,—,, = 7.7Hz, CH,), 4.35 (q,
2H, *J,_, = 6.5Hz, CHp), 7.07-7.69 (m, 11H, NH, Ar); *C-NMR (CDCl3): § = 14.2, 60.6,
49.4,109.6,126.2,126.9,127.9,128.7,129.4, 130.0, 135.7, 136.5, 159.1, 161.7, 171.8. Elemental
analysis (found/calculated): C: 67.21/67.43; H: 5.42/5.36; N: 8.39/8.28.

3.3.3.  8c: Ethyl-2-(ethylamino)-4-phenylthiazole-5-carboxylate

Yield 4.69 g (85%). Solid m.p.: 96 °C; 'H-NMR (300 MHz, CDCl3): § = 1.12 (t, 3H,3J,—,; =
7.3Hz, CH3), 1.22 (t, 3H, 3J,,_, = 7.6 Hz, CH3), 3.13 (q, 2H, *J,,—,, = 7.6 Hz, CH,), 4.25
(q, 2H, 3J,—, = 7.4Hz, CH,), 7.31-8.33 (m, 11H, NH, Ar); >*C-NMR (CDCl3): § = 13.5,
14.2, 41.5, 60.9, 108.3, 121.1, 124.2, 125.3, 138.0, 158.1, 161.6, 167.0; MS (CI, NH3): m/z
(M™): 276, MT + H): 277, (M™ — OEt): 231, (M — (CO,Et + S)): 171. Elemental analysis
(found/calculated): C: 60.59/60.85; H: 5.72/5.84; N: 10.29/10.14.

3.3.4. 8d: Ethyl-4-benzyl-2-(phenylamino)thiazole-5-carboxylate

Yield 5.67 g (84%). Solid m.p.: 125 °C; '"H-NMR (300 MHz, CDCl3): § = 1.32 (t, 3H, %/, _,, =
7.5Hz, CHz), 3.78 (q, 2H, 3J,,_ , = 7.8 Hz, CH,), 4.22 (q, 2H, *J,,_ ,, = 6.6 Hz, CH,), 7.03—
7.67 (m, 11H, NH, Ar); *C-NMR (CDCl3): § = 14.4, 36.2, 60.7, 110.5, 120.2, 124.7, 126.2,
128.3,128.8, 129.6, 130.0, 139.3, 160.4, 162.3, 168.0; MS (CI, NHs): m /z (M*): 338, (M™ + H):
339, (M*+ — OEt): 277.

3.3.5.  9a: (4-nitrophenyl)(4-phenyl-2-(phenylamino)thiazol-5-yl)methanone

Yield 5.2g (65%). Solid m.p.: 170°C; "H-NMR (300 MHz, CDCl3): § = 7.13-7.62 (m, 11H,
NH, Ar); 7.88 (d, 2H, *J,—,, = 8.1 Hz, Char), 8.08 (d, 2H, *J,,_,; = 8.0 Hz, CHar); *C-NMR
(CDCly): § = 120.2,122.9, 123.1, 125.7, 128.2, 129.8, 129.9, 138.2, 142.9, 158.1, 161.2, 175.4;
MS (CL, NH3): m/z (M"): 401, (M* + H): 402, (M* — (p-O,N—Ph—CH=0)): 243, M+ —
(p-O,N—Ph—CO)—S): 182.
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3.3.6.  9b: (4-benzyl-2-(benzylamino)thiazol-5-yl)(4-nitrophenyl)methanone

Yield 5.73 g (67%). Solid m.p.: 146 °C; "H-NMR (300 MHz, CDCl3): § = 4.52 (d, 2H,3J,,—,, =
6.5Hz, CH,), 5.62 (d, 2H, *J,,—,, = 6.6 Hz, CH,), 6.71-7.73 (m, 11H, NH, Ar), 8.07 (d, 2H,
*J,—p = 8.1Hz, Char), 8.28 (d, 2H, *J,,_,, = 8.2Hz, CHar); ?*C-NMR (CDCl3): § = 50.5,
51.8, 119.3, 124.4, 127.1, 128.2, 128.5, 128.7, 128.9, 129.1, 130.5, 132.6, 133.1, 134.2, 141.2,
149.0, 159.3, 170.4. Elemental Analysis (found/calculated): C: 67.25/67.12; H: 4.52/4.46; N:
9.91/9.78.

3.3.7. 10a: 4-phenyl-2-(phenylamino)thiazole-5-carbonitrile

Yield 4.15 g (75%). Solid m.p.: 220°C; IR (CH3CI): v (cm™!): 3495, 2115; 'H-NMR (300 MHz,
CDCl3): § = 6.92-7.81 (m, 10H, CHar), 8.01 (br, 1H, NH); 3C-NMR (CDCl,): § = 114.5,
119.9, 125.3, 127.9, 128.8, 129.8, 130.3, 132.2, 138.6, 151.1, 161.9, 167.1; MS (CI, NH3): m/z
(M™): 305, (M™* + H): 306, M* — (Ph-CH, + PhCH,NH)): 223, (M* — NC-NHCH,Ph): 173.
Elemental analysis (found/calculated): C: 69.25/69.29; H: 4.25/4.00; N: 15.12/15.15.

3.3.8. 10b: 4-benzyl-2-(benzylamino)thiazole-5-carbonitrile

Yield 4.2 g (69%). Solid m.p.: 155°C; 'H-NMR (300 MHz, CDCl;): § = 4.58 (d, 2H, CH,),
5.73 (d, 2H, *J,_,; = 6.7Hz, CH,), 7.07-7.33 (m, 11H, CHar), 7.54 (br, 1H, NH); 3C-NMR
(CDCl3): § = 42.5,51.0, 114.4, 122.2, 125.6, 126.8, 127.4, 129.9, 138.2, 152.9, 160.9, 165.2.

3.3.9. 1la: 1-(4-Phenyl-2-(phenylamino)thiazol-5-yl)ethanone

Yield 3.5 g (60%). Solid m.p.: 139.1°C. 'H-NMR (300 MHz, CDCl3): § = 2.12 (s, 3H, CHj3),
7.02-7.57 (m, 10H, CHar), 9.05 (s, 1H, NH); '*C-NMR (CDCls): § = 28.8, 120.5, 125.0, 125.6,
128.6,129.4, 129.7, 135.2, 139.2, 157.8, 168.9, 190.8. Elemental analysis (found/calculated): C:
69.29/69.36; H: 4.49/4.79; N: 9.63/9.52.

3.3.10. 11b: 1-(4-Benzyl-2-(benzylamino)thiazol-5-yl)ethanone

Yield 4.4 g (65%). Solid m.p.: 83.6 °C. 'H-NMR (300 MHz, CDCl3): § = 2.11 (s, 3H, CHs), 3.63
(s, 2H, CH,); 4.4 (d, 2H, *J,,_,, = 6.5Hz, CH,), 7.07-7.28 (m, 10H, Ar), 9.32 (s, 1H, NH);
I3C-NMR (CDCl3): § = 27.1, 43.6, 65.8, 118.5, 123.0, 125.5, 127.4, 128.3, 129.8, 130.0, 136.7,
140.5, 165.3, 170.9, 190.5.

3.3.11. 17a: (NZ N E)-phenyl-N-(benzylamino)(phenyl)methylene-
N -phenylcarbamimidothioate

Yield 7.15g (85%). Solid m.p.: 154°C; IR (CH3Cl) v (cm™!): 3495; 'H-NMR (300 MHz,
CDCl3): 8§ = 4.11 (s, 2H, CH,), 4.62 (s, 2H, CH,), 6.95-8.03 (m, 21H, NH, Ar); *C-NMR
(CDCly): § =36.4, 47.1, 122.9, 123.4, 127.6, 127.8, 128.6, 128.7, 129.0, 130.3, 132.2, 135.6,
136.7, 137.9, 142.9, 157.2, 164.1; MS, m/z (M*): 459, (M* + H): 460, (MH* — C,Hy,): 432,
(M*+ — CH,S): 413.
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3.3.12. 17b: (NZ,N'Z)-phenyl-N-1-(benzylamino)-2-phenylethylidene-
N’ -ethylcarbamimidothioate

Yield 6.73 g (87%). Orange oil. 'H-NMR (300 MHz, CDCl3): § = 1.23 (t, 3H, *J,,—,, = 7.7Hz,
CH3), 3.27 (q, 2H, *J,,—, = 7.9 Hz, CHp), 4.14 (s, 2H, CHp), 4.59 (s, 2H, CH,), 6.88-8.77
(m, 15H, Char), 8.89 (br, 1H, NH); *C-NMR (CDCl3): § = 13.9, 36.9, 39.8, 46.7, 127.6, 127.8,
128.4, 128.5, 128.6, 128.9, 129.0, 129.1, 130.6, 132.5, 132.9, 134.1, 136.2, 136.6, 143.6 164.6,
168.4. Elemental analysis (found/calculated): C: 74.23/74.38; H: 6.62/6.50; N: 10.62/10.84.

3.3.13. 18a: Ethyl-2-((NZ,N'Z)-N-((benzylamino)(phenyl)methylene)-
N'-phenylcarbamimidoylthio) acetate

Yield 5.94 g (69%). Orange oil. 'H-NMR (300 MHz, CDCl3): § = 1.27 (t, 3H, *J,,—,, = 7.6 Hz,
CH3), 2.23 (1, 2H, *J,,—,, = 7.7 Hz, CHy), 3.25 (t, 2H, *J,,—,, = 7.4Hz, CH,), 4.18 (q, 2H,
3Jy—py = 6.6Hz,CH,),4.78 (d, 2H, *J,,_,, = 6.5Hz, CH,), 6.78-7.92 (m, 16H, NH, Ar); 1*C-
NMR (CDCl3): § = 14.2,44.0,49.1, 60.7, 65.8, 121.5, 124.7, 125.1, 125.3, 126.9, 127.0, 127.5,
128.5, 128.9, 129.3, 129.8, 130.0, 131.5, 134.2, 137.2, 138.2, 162.5, 167.5, 170.1. Elemental
analysis (found/calculated): C: 69.81/69.59; H: 5.99/5.84; N: 10.01/9.74.

3.3.14. 18b: Ethyl-2-((NZ,N'Z)-N-(1-(benzylamino)-2-phenylethylidene)-
N'-phenylcarbamimidoylthio)acetate

Yield 5.43 g (63%). Solid m.p.: 72°C; '"H-NMR (300 MHz, CDCls): § = 1.41 (t, 3H, 3JH_H =
7.0Hz, CH3), 2.14 (t, 2H, 3JH_H = 7.5Hz, CH,), 3.67 (t, 2H, 3JH_H = 7.6Hz, CH,), 4.53
(g, 2H, 3JH_H = 7.8 Hz, CH,), 4.65 (d, 2H, 3JH_H = 6.7Hz, CH,), 7.21-7.37 (m, 16H, NH,
Ar); BC-NMR (CDCl3): § = 14.1,30.9,43.6,43.8,55.0, 65.1, 125.3, 127.4, 127.4, 127.5, 128.6,
128.9, 129.1, 129.5, 134.7, 138.1, 156.5, 161.5, 170.9. Elemental analysis (found/calculated): C:
70.23/70.09; H: 6.32/6.11; N: 7.42/7.17.

3.3.15. 19a: Ethyl-3-((NZ,N'Z)-N-((benzylamino)(phenyl)methylene)-
N -phenylcarbamimidoylthio) propanoate

Yield 5.34 g (60%). Orange oil. 'H-NMR (300 MHz, CDCl;): § = 1.27 (t, 3H, 3JH_H = 8.1 Hz,
CHjy), 2.02 (t, 2H, 3JH_H = 7.8 Hz, CH,), 2.44 (dd, 2H, 3JH_H = 7.9Hz, CH,), 3.51 (t, 2H,
3JH_H = 7.4Hz, CH,), 4.15 (q, 2H, 3JH_H = 7.7Hz, CH,), 4.48 (d, 2H, 3JH_H = 6.8 Hz,
CH,), 6.78-7.33 (m, 16H, NH, Ar), '>*C-NMR (CDCL): § = 14.4, 24.6, 27.6, 31.2, 60.4, 60.5,
121.9, 123.2, 124.5, 126.3, 126.6, 126.9, 127.5, 127.7, 128.0, 128.4, 128.7, 129.5, 130.5, 132.2,
135.3, 137.6, 156.0, 161.6, 173.1. Elemental analysis (found/calculated): C: 70.17/70.09; H:

6.04/6.11; N: 7.33/7.17.

3.3.16. 20a: (NZ,N'Z)-2-cyanoethyl-N-(benzylamino)(phenyl)methylene-N' -
phenylcarbamimidothioate

Yield 5.17 g (65%). Orange oil. 'H-NMR (300 MHz, CDCL3): § = 2.14 (m, 2H, CH,), 2.52 (t,
2H,3J,_, = 7.9Hz, CH,),3.57 (t,2H,*J,_,, = 7.7Hz,CH,), 4.68 (d, 2H,%J,_,, = 6.9 Hz,
CH,), 6.99-8.07 (m, 15H, Ar), 8.56 (s, 1H, NH); 3C-NMR (CDCl;): § = 14.6, 28.1, 33.9, 60.9,
118.6, 121.6, 122.5, 125.3, 127.1, 127.8, 128.3, 128.7, 128.8, 129.0, 129.2, 129.5, 129.7, 130.4,
132.8, 136.1, 161.7, 166.6.
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3.3.17. 20b: (NZ,N' Z)-2-cyanoethyl-N'-phenyl-N-(phenyl(pyridin-2-
ylmethylamino )methylene)carbamimidothioate

Yield 4.7 g (59%). Orange oil. '"H-NMR (300 MHz, CDCl;): § = 2.13 (m, 2H, CH,), 2.6 (q, 2H,
3Jy—py = 71.8Hz, CHy), 3.66 (q, 2H, *J,,_,, = 7.5Hz, CH,); 4.63 (d, 2H, *J,_,, = 6.7Hz,
CH,), 7.11-8.14 (m, 14H, Ar), 8.92 (s, 1H, NH); '*C-NMR (CDCl;): § = 14.3,28.2,29.7, 60.9,
118.6, 120.3, 122.2, 122.9, 125.6, 127.4, 128.4, 128.6, 129.4, 130.0, 135.4, 137.2, 156.0, 166.7.
Elemental analysis (found/calculated): C: 69.28/69.15; H: 5.23/5.30; N: 17.68/17.53.

3.3.18. 2la: (NE,NZ)-4-nitrobenzyl-N-1-(benzylamino)-2-phenylethylidene-
N'-phenylcarbamimidothioate

Yield 6.7 g (68%). Solid m.p.: 91.3°C. 'H-NMR (300 MHz, CDCl3): § = 3.56 (s, 2H, CH,);
4.44 (d, 2H, 3JH_H = 6.9Hz, CH,), 4.70 (s, 2H, CH,), 5.89 (s, 1H, NH), 7.13-8.26 (m, 14H,
Ar); BC-NMR (CDCl;): § = 43.9, 44.8, 60.9, 123.9, 124.3, 127.6, 128.7, 128.9, 129.3, 129.5,
129.6, 130.3, 134.3, 135.0, 138.3, 144.5, 167.3, 171.0. Elemental analysis (found/calculated): C:
71.04/70.84; H: 5.73/5.55; N: 11.12/11.02.

3.3.19. 21b: (NZ,N'Z)-4-nitrobenzyl-N -phenyl-N-(2-phenyl-1-(phenylamino)ethylidene)
carbamimidothioate

Yield 4.9 g (62%). Solid m.p.:58.5 °C. "H-NMR (300 MHz, CDCl;): § = 3.69 (s, 2H, CH,); 4.73
(d, 2H,*J,_, = 7.0Hz, CHp), 7.22-7.87 (m, 16H, Ar); 8.04 (d, 2H, *J,,_,, = 7.9 Hz CHar);
8.28 (d, 2H, *J,—;, = 8.2Hz CHar); >*C-NMR (CDCl;): § = 44.5, 44.8, 116.3, 122.5, 123.6,
124.0, 124.3, 126.8, 127.9, 128.0, 128.2, 129.3, 129.5, 129.6, 130.1, 134.6, 138.2, 140.7, 168.1,
170.9. Elemental analysis (found/calculated): C: 70.04/69.98; H: 5.14/5.03; N: 11.81/11.66.

4. Conclusion

In this work, we have synthesized 2-aminothiazoles by reaction between N-thioamido amidines
and 2-halogenated alkyl derivatives bearing an electron withdrawing group in the « position
with regard to the halogen atom. The structure of the final product suggests the formation of
intermediates by an S-alkylation of the starting N-thioamido amidines 3 with halogenated alkyl
derivatives, which leads by cyclization to the corresponding 2-aminothiazoles. When the EWG
is in B or y positions, the protons of the methylenic group directly linked to the sulfur atom of
the intermediates are not acidic enough to be removed easily and the opened ring intermediates
can be isolated.
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