Figure 1

general structure of compounds according to the present invention:
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Fiéure 2

starting material; oleyl amine
Fluka technical grade > 70% (GC)
~30% amines with different alkyl chains

1-bromohexadecane (palmityl bromide)

30 min,
100-120°C

0
neat (83 A’)

HSC/\/\/\/W\/\/\NH

Hsc\/\/\/\/MV\/l

N-oleyl-palmityl amine
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Figure 3

starting material: oleic acid >99% (GC) ethylchloroformate
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(89%) ; : :
hexadecyl amine (palmityl amine) >99% (GC)

N-palmityl-oleoyl amide

O
lithiumaluminiumhydride
(85%) | (LiAlH,),
THF

NN NN o

N-palmityl-oleyl amine
(colourless, crystalline solid)

3/29



Figure 4
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Figure 5
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[#5]

4 N HCl in 1,4-dioxane; 24 h RT

H
HKJL\T,/‘\\//A\jq
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H, NH,+

Cr Cl- o 2

B-arginyl-2,3-diaminopropionic acid-N-palmityl-N-oleyl-amide
tri-hydrochloride [#6]
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Figure 6

H3C/\/\/\/\+/\/\/\Br Na2C03; dioxane/DMF
I Ve G PN cat. TBAI; 3.5 h 100°C
H,C NH,

diethyl amine;
CH,CL,; 5hRT




Figure 7

HO NBoc
+ CH,Cl, %’\

NHBoc

i HN NHBoc
0
H3C/\/\/\/\/\/\/\N N NBoc
HB
Hzc/\/\/\/\/\) NHBoc NHBoc N —
[#10]

B-arginyl-2,3-diaminopropionic acid-N-lauryl-N-myristyl-amide
tri-hydrochloride [#11]
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Figure 8

diethyl amine;
CH,ClL,; 5hRT
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Figure 9
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[#14]

4 N HCl in 1,4-dioxane; 24 h RT

0
CF

H,N S+
I C/VVWV\/\N NH,+ YNH'

3 Cl-
/\/\/\/\/\/’ NH3+ HN NH
H3C cr j]/K/\/
0]

g-arginyl-lysine-N-lauryl-N-myristyl-amide ~ [#1 5]
tri-hydrochloride
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Figure 10

o)
\\ CF
s” 3

V!
0 | O

)S/\/ NH BocHN/kNHBoc DIPEA
HO 2t
oder

NHBoe m AcCN/H,0

Boc-Dab-OH N 12h RT

BocN NHBoc

O

H
N NHBoc
HO/[H/\/ \n/
[#16]

NHBoc NBoc
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Fig. 11 - part 1
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Fig. 11 — part 2
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Fig. 12A
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Fig. 12B
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Fig. 13
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Fig. 14
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Fig. 15

R ] Sttt Al < S

-~ g‘ ey L cpcs § LS
1N SH VH €H 2ZH LH SO O €0 20 1D
%S %Y %E %l %l %S %y %e %C %1

VNu!s Wug‘gz

oo

- W R wiw e

1N SH VH €H ZH IH SO $2 €09 20 19
%S %Y %E %e %1l %S %b %¢ %l %l
VNUIs Wup)

N3ld

eoL1d

N3ld

egLld

N3ld

eoLid

A SR

LN SH YH €H ZH LH SO ¥D €9 29 1D

%S %V %E %T %b %S %b %hE %Z %L
VNYIS WUz’

iN SH vH €H ZH IH SO ¥D €2 ¢0 1D
%S %Y %E %Z %l %S %P %E %z %1
VNUIS Nug

1N SH YH €H ZH IH SO ¥ €9 20 1D

%S Y%¥ %€ %NT %l %S %V %E %T %l
VNS Nuoz

17/29



uoissaidxa ;, sey uo Juspuadap Ajpouns si Uimoub Jowiny ayy ‘suojjejnuuioy
jualayip jo Adeoyys oy 359} 03 [®PON towin) juspuadeg-sey ‘Passaulbug Ajjesneuss

dowin}
obiej yym ssnows

(P21-TH0:001V!Z1VY)
sisejqolqy oliquio jes
lewliou Ajjeuonouny  (,, sey)ses
ajusboouo

sisejqouqy
juepuadep-;, sey
‘pauLio)sue.}

sAep

Joumn} 0l ‘pejeas-un
{1ews yjm ssnow

Fig. 16

asnow
Ayjjeey

pajeadj-un

18/29



Fig. 17 A
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Fig. 178
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Fig. 18/1
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Fig. 18/3
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Fig. 19/2
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Fig. 20/2
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Fig. 21
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