SYNTHESIS OF PENTAMIDINE ANALOGUES BEARING HETEROCYCLIC PLATFORMS
AND THEIR BIOLOGICAL EVALUATIONS
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CONTEXT OF THE WORK

"Pentamidine” model against leishmania and malaria

Malaria Endemic Areas LEISHMANIOSES . Cervical cancer reach the young women
7 . inciden
. 3 3 e gl P
Yen. ¢ ; :
- S A T
3 A ) L M A
$ 3 » '(‘1;’ I ; | 74 5
s % § 4
~ 4 L\ : K g /
ol ol £
.q: M : i
b /
! 5
* Vi

Incidence croissante du cancer du col de l'utérus 2 partir  §

. #~_ KILLS . 2»dPARASITIC 3 HIGHEST DEATH RATE IN
Pentamidine 3000 CHILDREN DISEASE : 50 000 THE WORLD: 8.2 MILLIONS
EVERYDAY DEATHS EACH YEAR DEATHS IN 2012

Previous works with significant biological activities
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Pharmacomodulations derived from pentamidine
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BIOLOGICAL RESULTS

Significant results for Scheme 1
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Chemical molecules with
anticancer property which can
allow synthesis of a new
platform of inhibitors of kinases
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Schemes 1 & 2
Cange Ole 5-9a’, 5a, 7-10a : Ry=H, Ry, R, = H, O-CHj,4

oue 5-8b', 5b, 7-10b : Ry=H, Ry, R, = O-CHjg, H
5c, 7-10C : Ry=H, Ry, Ry = O-CH,-CH»-O
5d, 7d, 9d : Ry=H, Ry, Ry = O-CH,-CH,-

5-9¢', 5, 7-10e : Ry=H, Ry, R, = O-CH,-O

5-9f, 5f, 7-10f : Ry=H, Ry, R, = H, Cl
5g, 7-10g : Ro=H, Ry, R, = H, Br
5-8h', 5h, 7-10h : Ry=H, Ry, R, = H, CN
5i, 7-10i : Ry=H, Ry, R, = H, OH

A@ANH2 HCI + @\
CO,Et

5(a 0)’ : 63-98% |
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’/F_) R> 4 (a o) 9(a-I’) : 18 93% ’@O Lecover
J< - H2N NH, + >L )J\ )J\ J< l
COOH 3a : 80% 2(a b)
3b : 45% (or HCI)
:<S m v@\/NHz CF3;COOH
S 4 Ro
<S JH R, <5 5j, 7-10j : Rg=H, Ry, R, = O-CHg, O-H
S(aq): 2608 || ik s onoon
RoRuRe=H nwLize . Rz 5(a-q) J< 10(a-n) : 69-98% | o e ra0m: Aot ARt
kvl 7(a-p) S 5n, 7-10n : Ry=0OH, R{,R, = H, H
ou alky 8(a-p) S)kNA@nAHJ\ J< D\/\\( v@v \ﬂ/ \K 5-80', 50, 70, 90 : Ry=Cl, Ry, R, = H, H
nW@ - 2b, \/§O 5P, 7p, 9p : Rp=H, Ry, R, = CN “H O
N Jam) 6a: 49% 7(a-q) : 9-45% A
S(a-m) 6b : 28% 8(a-n) : 21-68% =N

Reagents and reaction conditions
(i) (BoC),O (1 eq); 2a or 2b (5.7 eq); Dioxane, rt, 450 rpm, 18h; (ii) 3a or 3b (1 eq), 4 (1 eq), DIPEA (1 eq), MW,
90°C, 850 rpm, 10 min; (iii)) 5 (1 eq), MW, 110 °C, 850 rpm, 10-20 min; (iv) TFA 10% or HCI 6M, rt, 500 rpm, 4 h;
(i’) MeOH, 90°C, 45 min; (ii”’) MeOH, NaBH, (5 eq), 50°C, 24h; (iii”) Dioxane, HCI 6M, rt, 500 rpm, 4h; (iv”) Reflux

CH,CI,, DIPEA (1.075 éq), 24-48h
Scheme 3
@)
Reagents and 13 Me g cl 0
reaction conditions n=124 X i _s. A@A X J<
(i) MeOH, TEA, 0°C o 0 i o
30 min o o Yo TN T O A@A 14(a-c) : 71-94%
(i) CH.,CL,, TEA, 1 11(a-c) 12(a ) : 59-82%
0°C, 30 min AW ©ON
(i) KOH, H,O, =/ =" | el
GOOC, 1 h " /\ ou i ’ 3
(iv) DMF, 50°C, 16h " Sle s @Oy Al
(v) Dioxane, HCI Ny FOEY 15(ac) 16(a-c) : 44-95%
6M, rt, 4h N R HWN/ 1 J<
(vi) Reflux CH,CI,, Q\'\\' NA@:N\Q v \(/N\N/\@nANHZ.Hd / AQA
DIPEA, 24h ,N)fH R R
H 17(a-|) . 64-90%

0" > okt| 19(a-i) : 10-97%
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PLAN OF SYNTHESIS
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