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@ 1-0-Alkyl-3-amino-propan-1.2-diol-2-0-phospholipids, process for producing the same and pharmaceutical preparations
containing the same.

@ The invention is related to 1-O-alkyl-3-amino-propan-1.2-
diol-2-O-phospholipids having the formula |

HC-O-R' a2
+
HA-O—POZ—O-(CHQ),, o R3 |
_-R® AN
HaC-N R*
RG

process for producing the same and pharmaceutical prepara-
tions containing the same.
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Specification

The present invention is related to 1-0O-alkyl=-3-amino-propan=-

1.2-diol-2~0-ph05phplipids, processes for producing the

same and their use as active agents in drugs, in particular’
for the treatment of high blcod pressure, atherosklerosis

and asthma as well as for their application with diseases of
the immuno system and for the treatment of cancer.

The 1-0-alkyl=-3~amino-propan-1.2-diol-2-0O-phospholipids
according to the present invention correspond to the
formula I '

1

H2C-O-R
2
HC~0~P0 =0~ (CH.,} _ ~N——R> 1
2 2'n
5 r?
R )
H,C~N
) 2 \\RG
wherein
R1 is a saturated or unsaturated, straight-chain or
branched alkyl group with f0 to 20 carbon atoms,
R2, 3

R
and R4 which may be the same or different, represent
hydrogen or a lower alkyl group with 1 to 4 carbon

atonms,

Rsémd :

R which may be the same or different, represent
! e n?

hydrogen or the group A~Cm§2m R’ or -A CmBZm-z R,

R7 is hydrogen, unsubstituted phenyl or phenyl sub-
stituted by a C1_3—alkyl, C1_3—a1koxy, trifluoro-
methyl group, or a halogen atom,

A is a bond, -CO-, -COO0- or —CONRB—,

R® -~ s hydrogen or C1_4-alkyl;
n is a numeral from O to 20 and

n is a numeral from 2 to 4,
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Preferred are those compounds of formula I wherein R1 is a

saturated straight-chained alkyl group with 10 to 20 carbon

atoms or an unsaturated straight-chained alkyl group with

3
and

which may be the same or different from each other, re-
5 and R6 which may

r?

present hydrogen or a methyl group, R

‘_be the same or different from each other., represent hydrogen

or the group ~A-(CH2)mfR7, R7 is hydrogen, unsubstituted

phenyl or phenyl substituted by a methyl, methoxy or tri-
fluoromethyl group or a halogen atom, A represents a bond,
=-CO=-, =CO0~ or —CONR8-, R8 is hydrogen or C1_4~alkyl, m is
an integer from O to 20, if R7 is hydrogen, or is an integer
from O to 2, if R’ is phenyl unsubstituted or substituted
as indicated, and n is 2, Most preferred under those com-
pounds are the compounds of formula I wherein R1 is a
saturated straight~chained alkyl group having from 1o to 20
carbon atoms while R2, R3, R4, R5, RG, R7, R8, m and n have
the same meaning as indicated in connection with the prefer-
red group of compounds, '

Compounds according to the presené invention are for instance:
3-Amino~1-0-decyl-propan-1,2-diol-2-0-phosphocholine
3-Amino-1q0-undecy1~propan-1.2~diol-2-0-phosphocho]ine
3~Amino-1-0-dodecyl-propan-1.2-dio1-2-0-phosphocholine
3-Amjno-1—0-tridecy1—propan-l.Z—dio?-2~0~phosphocho1iné
3-Amino~1-0—tetradecy]-propan—l.2-dio]-2-0-phosphocholine
3-Amino-1-0-pentadecyl-propan-1,2-diol-2-0-phosphocholine
3-Amino-1-0-hekadecy]-propan-l.2-di01-2-0-phosphocho]ine
3-Amino-1—0-heptadecy1-propan—l;2-dio]-2-0-5505phocho]ine
3-Amino-1-0-octadecyl-propan-1.2-dicl-2-0-phosphocholine
3-Amino-~1-0-nonadecyl-propan-1.2-diol-2-0-phosphocholine
3-Amino-1-0-eicosy1-propan—l.2-dio]-2-0—phosphocho]ine
1-0-Decyl-3-methylamino-propan-1,2-diol-2-0-phosphocholine
1-0-Dodecyl-3-methylamino-propan-1,2-diol-2-0-phosphocholine
3-Methl1amino-l—o-tetradecyl—propan~1.2-diol-Z-O-phosphocho-
line

leo;Hexadecyl-3-methy]amino-propan-1.2-dio]-2—0-phosphocho-f
line ‘ ‘
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—3—
3-Methylamino-1-0-octadecyl- -propan- 1,2-diol- 2 0-phospho-
choline
1-0-Eicosy1-3-methy1amino-propan;l.Z-dio]-Z-inhosphcchc-
line
1-0-Decyl-3-ethylamino-propan-1.2-diol-2-0- pho<phochol1ne
1-0- Dodecyl-3-ethylamino-propan-1.2-diol-2-0-phosphocholine
3-Ethylamino-1-0-tetradecyl-propan-1.2-dio1-2-0- phospho-
ch011ne
3-Ethylamino-1-0-hexadecyl-propan-1.2-diol- 2 -0- phosphochc-
line
3-Ethylamino-1-0-octadecyl-propan-1.2-diol-2-0-phosphocho-
line -
1-0-Eicosyl-3-ethylamino-propan-1,2-diol-2-0-phosphocholine
l—O-Decyl—3—hexadecy]émino-propan-l.Z—diol-Z-O-phosbhocho-
line
1-0-Dodecyl-3-hexadecylamino-propan-1,2-diol1-2-0-phospho-
choline
3-Hexadecy1amino-l-O-tetradecy1-propan-l.Z—dio]-2-0-phos-
phocholine
1-0-Hexadecyl-3-hexadecylamino-propan-1.2- d1o] 2-0- phos-
phocholine
3-Hexadecylamino-1-0-octadecyl-propan-1.2-diol-2-0-phos-
phocholine '
1-0-Eicosyl-3-hexadecylamino-propan-1,2-diol-2-0-phospho-
choline
1-0-Decyl-3- octadecy]am1no -propan- 1 2-diol-2-0-phosphocho-
Tline
1-0-Dodecyl-3-octadecylamino-propan-1,2-diol-2-0- phospho-
choline
3-0ctadecy1amino-l-O-tetradecyl-propan—l.2-dio]-2-0—phos-
phocholine
1-0-0ctadécy1-3-octadecy1amino-propan-l.2-diol-2-0-phos-
phocholine
1-0- E1cosy1 3- octadecy]am1no -propan-1,2- d1ol 2-0-phospho-
choline _ .
1-0-Decyl-3-eicosylamino-propan-1,2-diol-2-0-phosphocho-
line
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l-O-Dodecyl-3-eicosy1amino-propgn-l.z-dio}—2-0-phosphochc-
line

3-Eicosylamino-1-0-tetradecyl- propan -1.2-di01-2-0- phOSphC-
choline

3-ticosylamino-1-0- octadecy] -propan-1,2-diol-2-0-phospho-
choline

1-0-Eicosyl- 3-e1cosy1am1no propan-1.,2-diol-2-C-phosphocho-~

11ne .
3-Ben2y]amino-l—0-decy1-propan-l.2-di01-2-0-phosphocho1ine
3-Benzylamino-1-0-dodecyl-propan-1.,2-dio1-2-0-phosphocholine
3-Benzylamino-1-0-tetradecyl-propan-1,2-diol1-2-0-phospho-
choline

3-Benzylamino-1-0- hexadecy] -propan-1,2-diol-2-0- phOSpho—
choline
3-Benzylamino-1-0-octadecyl-propan-1,2-diol-2-0-phosphocho-
Tine
3-Benzylamino-1-0-eicosyl-propan-1,2-diol-2-0-phosphocho-
line
1-0-Hexadecyl-3-phenylamino-propan-1,2-diol-2-0-phospho-
choline '
1-0-0Octadecyl-3-phenylamino-propan-1,2-dic1-2-0-phospho-
choline
3-Acetylamino-1-0-decyl-propan-1.2-diol-2-0-phosphocholine
3-Acetylamino-1-0-dodecyl-propan-1.2-diol-2-0-phosphocho-
line
3-Acetylamino-1-0-tetradecyl-propan-1.2-diol1-2-0-phospho-
choline
3-Acety1amino-l-O—hexadecy]—propan-l.?-dio]-2-O-ph05pho-
choline . '

3- Acety]am1no 1-0-octadecyl- propan 1 2-diol-2-0- phospho-
choline
3-Acety1amino-l-o-eicosyl-propan-l.2-dio]-2-0-ph05phocho-
line

.3 Butyry]amlno 1-0-hexadecyl-propan-1.2-diol-2-0- phospho-

choline.
3-Butyrylamino-1-0-octadecyl-propan-1.2-diol-2-0-phospho-
choline
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3-Butyrylamino-1-O-eicosyl-propan-1.2-dio1-2-0-phosphocho-
line ' A 7
1-0-Hexadecyl-3-palmitoylaminc-propan-1,2-dicl-2-0-phos-
phocheline

'1—0-0ctadecyl—3-pa1mitoy}amino—propan-l.Z—diol-2-0—phos-

phocholine

'1-0-Eicbsy]-3-pa1mitoy1amino-propan-l.21diol—2-0-phospho~

choline .
1-0-Hexadecyl-3-stearoylamino-propan-1.2-diol1-2-0-phospho-
choline '
1-0-Octadecyl-3-stearoylamino-propan-1,2-diol-2-0-phospho-
choline : ‘
1-0—Eicosy]-3-stearoy1amino-propan-l.2-diol-2-0—phosphocho-
line
1-0-Hexadecyl-3-methoxycarbonylamino-propan-1,2-diol-2-0-
phosphocholine
3-Methoxycarbonylamino-1-0-octadecyl-propan-1,2-diol-2- 0—
phosphocholine
1-0-Eicosyl-3-methoxycarbonylamino-propan-1.2-diol-2-0-
phosphocholine '
3-Ethoxycarbonylamino-1-0-hexadecyl-propan-1,2- d1o1 2-0-
phosphocholine ‘
3-Ethoxycarbonylamino-1-0-octadecyl-propan-1,2- d101 2-0-~
phosphocholine

1.0-Eicosyl-3- ethoxycarbony]am1no propan-1,2-diol-2-0- phos-
phocholine

3-Benzyloxycarbonylamino-1-0-hexadecyl- propan -1.2-di01-2-0-
phosphocholine
3-Benzyloxycarbonylamino-1-0-octadecyl-propan-1,2-diol-2-0-
phosphocholine o
3-Benzyloxycarbonylamino~1-0-eicosyl-propan-1,2-diol-2-0-
phosphocholine
1-0-Hexadecyl-3-ureido-propan-1.2-diol-2-0-phosphocholine
1-0-Octadecyl-3-ureido-propan-1.2-diol-2-0-phosphocholine
1-0-Eicosyl-3-ureido-propan-1,2-diol-2-0-phosphocholine
1—0-Hexadecy]-3-(3-methy]ureido)-propan-l.2-dio]~2-0—phos-
phocholine
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- 3-(3-Methylureido)-1-0-octadecyl-propan-1,2-dio1-2-0-phos-

phocholine : :
1-0-Eicosyl-3-(3-methylureido)-propan-1,2-dio1-2-0-phos-
phocholine '

_3-(3-Ethylureido);l—O—hexadecy]—propan-l.2-diol-2-0-phos§

phocholine

3-(3-Ethylureido)-1-0-octadecyl-propan-1.2-diol1-2-0-phos-

phocholine
1-0-Eicosyl-3-(3-ethylureido)-propan-1,2-diol-2-0- phospho-
choline
1-0-Hexadecyl-3-(3-hexadecylureido)-propan-1.2-diol-2-0-
phosphocholine
3-(3-Hexadecy]ureidb)-1-0-octadecy1-propan-1.2-dio]-2-0-
phosphocholine
1-0-Eicosyl-3-(3-hexadecylureido)-propan-1.2-diol-2-0-phos-
phocholine
3-(3,3-Dimethylureido)-1-0-hexadecyl-propan-1.2-diol-2-0-
phosphocholine
3-(3,3-Dimethylureido)-1-0-octadecyl-praopan-1.2-diol-2-0C-
phosphocholine
3-(3,3-Dimethylureido)-1-0-eicosyl-propan-1.2-diol-2-0-
phosphocholine

3-{3-Benzylureido)- 1 0-hexadecyl-propan-1.2-diol- 2 0-phos-
phocholine
3—(3-Benzy1ureido)-1-0-octadecy1-propan-l,z-dio]-2-0éphos-
phocholine

3-(3-Benzylureido)-1- 0-eicosyl-propan-1.2-diol-2-0- phos-
phocholine

3-(N-Acetyl-methylamino)-1-0- hexadecyl -propan-1, 2 d1o] 2-0-
phosphocholine

. 3-(N-Acetyl-methylamino)-1-0- octadecy} -propan-1.2-diol-2-0-

phosphocholine
3-(N-Acetyl-methylamino)-1-0-eicosyl-propan-1,2-diol-2-0-
phosphocholine |
3-(N-Acetyl-methylamino)-1-0-0leyl-propan-1.2-diol-2-0-
phosphocholine
3-(N-Acetyl-methylamino)-1-0-1inolyl-propan-1,2-dio1-2-0-

"phosphocholine
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3-(N- Benzoy]-methy1amino)-1-0~h;xadecy1-pfopan—l.2-diol-
2-0-phosphocholin

3-(N-Benzoyl- -methylamino)-1-0-octadecyl- propan 1,2-diol-
2-0-phosphocholin

3-(N-Benzoyl- methylan1no) 1-0-eicosyl-propan-1.2-diol-2-0-
phosphocholine

'3 (N-Benzoyl-methylamino)-1-0-oleyl-propan- 1.2-di01-2-0-

phosphocho11ne
-(N-Benzoy]-methy]amino)-l—O—]ino]y1-propan-l.Z-dio]—Z—O-
phosphocholine
3-/N-(4-Chlorobenzoyl)-methyltaming/-1-0- hexadecyl-propan-1,2-
diol1-2-0-phosphocholine
1-0-Hexadecyl-3-/N-({4-methoxybenzoyl)-methylaming-propan-
1.2-diol1-2-0-phosphocholine
1-0-Hexadecyl-3/N-(4-methyibenzoyl)-methylamino/-propan-
1.2-dio1-2-0-phosphocholine
3-/N-(4-Ethoxybenzoyl)-methylamino/-1-0-hexadecyl-propan-
1.2-dio1-2-0-phosphocholine
1-0-Hexadecyl-3-/N-(3- tr1f1uormethy1benzoy1) methylamino/-
propan-1.2-diol-2-0-phosphocholine :
3-(N-Acety]-hexadecy]amino)-1~0-hexadecy1-propan-l.z-diol-
2-0-phosphocholine '
(N-Acety]-hexadecy]amino)-l-O-octadecy]-propan-l,z-diol-
2 0-phosphocholine '
3-(N-Acetyl-hexadecylamino)-1-0-eicosyl- propan -1.2-diol-
2-0-phosphocholine
3-(N-Acetyl-benzylamino)-1-0- hexadecyl- propan 1. 2 le] 2-0-
phosphocholine
3-(N-Acety1-benzylamino)-l-O-octadecy]-propan-l.z-diol~2-0~
phosphocholine '
3-(N-Acetyl-benzylamino)-1-0-eicosyl-propan-1.2-diol-2-0-
phosphocholine :
1-0-Hexadecyl-3-(N-methyl-palmitoylamino)-propan- 1 2 diol-
2-0-phosphocholine
3-(N-Methyl- pa]m1toy1am1no) 1-0-octadecyl-propan-1.2- diol-
2-0-phosphocholine
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1-0-Eicosyl-3-(N- nethy]-palmitgy]amino)-propan-l.2-dio]-
2-0-phosphocholine

3-(N-Methyl-paimitoylamino)-1- 0- oleyl-propan-1,2-diol-2-0-
phosphocholine

3-(N-Methyl- 01eoylam1no) 1 0-oleyl-propan-1.,2-diol-2-0-phos-
phocholine

1-0-Hexadecyl-3-(N-octadecyl-oleoylamino)-propan-1.2-diol- .

'2-0 ~-phosphocholine

3-(N-Ethoxycarbonyl- -methylamino)-1-0-hexadecyl-propan-1.,2-
dio1-2-0-phosphocholine
3-(N—Ethoxycarbony]-methy]amino)—1—0-octadecy1—propan-1.2—
dio1-2-0-phosphocholine
1-0-Eicosyl-3-(N-ethoxycarbonyl-methylamino)-propan-1.2-diol-
2-0-phosphocholine
3-(N-Benzy]oxycarbony]-methy]amino)—I-O-hexadecy]-propan-
1.2-dio1-2-0-phosphocholine
3-(NfBenzy10xycarbony]-methy]amino)-l-O-octadecy]-propan-
1.2~dio1-2-0-phosphocholine
3-(N-Benzy1oxycarbony1-methy]amino)-1—0~eicosy1-propan-
1,2-dio1-2-0-phosphocholine
3-(N-Benzy]oxycarbony]-hexadecy]amino)-1-0-hexadecy]~propan-
1.2-di0o1-2-0-phosphocholine
3-(NFBenzy10xycarbony1-hexadecy1amino)-1—0-octade¢y1-pro—
pan-1.2-diol1-2-0-phosphocholine

3- (N Benzyloxycarbony] -hexadecylamino)-1-0- e1cosy1 -propan-
1.2-dio1-2-0-phosphocholine
3-(N-Benzy1oxycarbonyl-octadecy]amino)-l-o-hexadecy]—propan-
1,2-di01-2-0-phosphocholine |
3-(N-Benzyloxycarbonyl- -octadecylamino)-1-0- octadecy] -propan-
1,2-dio1-2-0-phosphocholine

3- (N Benzy]oxycarbony] octadecylamino}-1-0-eicosyl-propan-
1, 2-di01-2-0~phosphocholine

3-{N-Benzyloxycarbonyl- eicosylamino}-1-0-hexadecyl-propan-
1.2-di01-2-0-phosphocholine .
3-(N-8egzy]oxycarbony]-eicosy1amino)-1-0-octadecy14propan~
1.2-di01-2-0-phosphocholine ‘ :
3¥(N-Benzyloxycarbonyl-eicosy1amino)-l-O-eicosy]-propan-

1 2-dio1-2-0-phosphocholine
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" 3-(N-Benzyl- benzyloxycarbony]am1no) 1-0- hexadecy] -progpan-

1+2-dio1-2-0-phosphocholine
3—(N-Benzy1—benzy]oxycarbony]aﬁino)—l-o-octadecyl-propan-
l.2-dio1-2-0-phosphocholine
3-(N-Benzyl-benzyloxycarbonylamino)-1-0-eicosyl-propan-1,2-
diol-2-0-phosphocholine '
3-(N-Benzyl-benzyloxycarbonylamino)-1-0-0leyl-propan-1.2-

'dwc] 2-0-phosphocholine

1-0-Hexadecyl1-3-(1-methylureido)-propan- 1 2- dlol 2-C-phos-
phocholine
3-(1-Methylureido)-1-0-octadecyl-propan-1.,2-dici1-2-0-phos-
phocholine '
1-0-Eicosyl-3-(l-methylureido)-propan-1,2-diol-2-0-phos-
phocholine '
3-(1-Ethylureido)-1-0-hexadecyl-propan-1,2-diol1-2-0-phos-
phocholine
3-(1-Ethylureido)-1-0-octadecyl-propan-1,2-diol-2-0- phos-
phocholine
1-0-Eicosyl-3-(1-ethylureido)-propan-1.2-diel-2-0-phospho-
choline '
1-0-Hexadecyl-3-(1-hexadecylureido)-propan-1,2-diol-2-0-
phosphocholine
3-(1-Hexadecylureido)-1-0-octadecyl-propan-1.2-diol-2-0-
phosphocholine
1-0-Eicosyl-3-(1-hexadecylureido)-propan-1.2-diol1-2-0-phos-
phocholine

3-{1,3-Dimethylureido)- 1 0-hexadecyl-propan- 1 ,2-diol1-2-0-
phosphocholine
3-(1,3-Dlmethy1ureido)-l-O—octadecy1-propan-l;Zfdib)-Z-O-
phosphocholine
3-(1,3-Dimethylureido)-1-0-eicosyl-propan-1,2-diol-2-0-
phosphocholine
3-(1-Benzylureido)-1-0-hexadecyl-propan-1,2-diol-2- 0- phos-
phocholine’
3-(1-Beg;y]ureido)-l-d-octadecyl-propan-l.2-diol-2-0-phos-
phocholine -
3—(1-Benzy1ureido)-l-O-ejcosy]-propdn—l,?-dio]-2-0-phos-
phocholine
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1-0-Hexadecyl-3-(1-hexadecyl-3-methylureido)-propan-1.2-diol-
2-0-phosphocholine

3-(1-Hexadecyl-3-methylureido)- 1 0-octadecyl- propan 1. 2 diol-
2-C-phosphocholine

1-0-Eicosy1-3-(1- hexadecyl 3-methylureido)-propen-1,2-diol-
2-0-phosphocholine
1-0-Hexadecyl-3-(3-methyl-1-octadecylureido)-propan-1,2-diol-
2-0-phosphocholine :
3—(3-Methy1-l-octadecy]ureido)-1—O-octadecy1—propan-l.Zfdio]-
2-0-phosphocholine
1-0-Eicosyl-3-(3-methyl-l-octadecylureido)-propan-1.2-diol-
2-0-phosphocholine
3-(3-Ethyl-1-hexadecylureido)-1-0-hexadecyl- propan ..2 d1o1—
2-0-phosphocholine o
3-(3-Ethyl-1-hexadecylureido)-1-0-octadecyl-propan-1.2-diol-
2-0-phosphocholine
1-0-Eicosyl-3-(3-ethyl-l-hexadecylureido)-propan-1.2-diol-
2-0-phosphocholine
1-0-Hexadecyl-3-(1l-hexadecyl-3-phenylureido)-propan-1,2-
diol-2-0-phosphocholine
3-/3-(4-chlorophenylj-1-hexadecylureidg-1-0-hexadecyl-propan-
1.2-dio1-2-0-phosphocholine

3-(1-Hexadecyl-3- pheny]ureido)-l—o-octadecy]-propan-l.2—dio]-
2-0-phosphocholine

1-0-Eicosyl-3-(1-hexadecyl-3- pheny]ure1do) -propan- 1 2-diol-
2-0-phosphocholine
1-0-Hexadecyl-3-(3-phenylureido)-propan-1.2-diol1-2-0-phos-
phocholine
1-0-0ctadecyl-3-(3-phény1ureido)Qpropan-l.2-dfo]—2-0-phos-
phocholine ' .
1-0-Eicosyl-3-(3-phenylureido)- -propan-1.2-diol- 2 O0-phospho-
choline _
3-/3-(4-¢hlorophenyl)-ureido]-1-0-hexadecyl-propan-1.2-diol-
2-0-phosphocholine

3-/3-(4-chlorophenyl)- ureldo] 1-0-octadecyl-propan-1,2-diol-
2-0-phosphocholine
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" 3-/3-(4~chlorophenyl)-ureido]- 1 ‘0-eicosyl-propan-1,2-diol-

2-0-phosphocholine

1-0-Hexadecyl-3-/3- (Z-pheny]ethy])—ureidq]-propan—l.Z-diol-
2-0-phosphocholine |
1-0-Octadecyl1-3-/3-(2- pheny]ethyl) ureidoy-propan-1,2-diol-
2-0:phosphocholine '

1-0-Eicosyl-3-/3-(2-phenylethyl)-ureido/-propan-1.2-diol-

2-0-phosphocholine
1-0-Hexadecyl-3-(2-phenylethylamino)-propan-1.2-diol-2-0-
phosphocholine

1-0-0Octadecyl-3-(2- pheny1ethy]am1no) -prepan-1.,2-diol-2-0-
phosphocholine
1-0-Eicosyl-3-(2-phenylethylamino)-propan-1.2-diol-2-0-
phosphocholine
3-(N-Acetyl-2-phenylethylamino)-1-0-hexadecyl-propan-1.2-
diol-2-0-phosphocholine
3-(N-Acetyl-2-phenylethylamino)-1-0-octadecyl-propan-1.2-
diol-2-0-phosphocholine

3-(N-Acetyl-2-phenylethylamino)-1-0- 81cosyl -propan-1.2-diol-
2-0-phosphocholine
3-(N-Acety1—2-pheny]ethy1amino)—l-O—o]ey]Lpropan—l.2-dio]-
2-0-phosphocholine
11-(N—Acety1-aminomethy])-2-hexadecy]oxy-ethy]]-3-trimethy]-
ammoniopropyl-phospate
/1-(N-Acetyl-aminomethyl)-2-hexadecyloxy-ethyl/-4-trimethyl-
ammoniobutyl-phosphate

[1-(N-Acetyl-methylaminomethyl)-2- hexadecy]oxy ethyl/-3-
trimethylammoniopropyl-phosphate
[1-(N-Acetyl-methylaminomethyl)-2-hexadecyloxy-ethyl7-4-
trimethylammoniobutyl-phosphate - '
J1-(N-Acetyl-aminomethyl)-2-octadecyloxy-ethyl/- 3 tr]methy]-
ammoniopropyl-phosphate
[1-(N-Acetyl-aminomethyl)-2-octadecyloxy-ethyl7-4-trime-
thylammoniobutyl-phosphate
[1-(N-Acetyl-methylaminomethyl)-2-octadecyloxy-ethyl7-3-
trimethylammoniopropyl-phosphate
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[1-(N-Acety1-methy]aminomethy])12-octadecy1oxy—ethy]]-4—
trimethylammoniobutyl-phosphate '
Li-(N-Acety]—aminomethy])-2-hexadecy1oxy-ethy[]—Z-dimethy1-
ammonioethyl-phosphate

[ -(N-Acetyl-methylaminomethyl)-2-hexadecyloxy-ethyl7-2-
dimethylammonioethyl-phosphate

[1-(N-Acetyl-aminomethyl)-2-octadecyloxy-ethyl/-2-dimethyl-

ammonioethyl-phosphate
Ll-(N—Acetyl—methy]aminomethy1)-2-octadecy]oxy—ethy]]-Z—
dimethylammoniocethyl-phosphate
[1-(N-Acetyl-aminomethyl)-2-hexadecyloxy-ethyl7-2-butyldi-
methylammonioethyl-phosphate '
[1-(N-Acety1-aminomefhy])—2-octadecy1oxy~ethy1]-2-buty1—
dimethylammonioethyl-phosphate.

Depending upen the fact whether there has been effected a
split of racemates, the above compounds may be present in
their R- or S-form or as racemate mixture.

The compounds of the present invention are biologically very
active and may be used for instance in drugs or in plant pro-
tection. Thus, they may be used for the treatment of high
blood pressure, and for the therapy of cancer.

For preparing the new 1—O-alkyl-3-amino-propane-1.2—diol-260—

phospholipids, 2.3-epoxypropylethers of formula R1-OCH2-C€I-\C\:H2

(regarding their production see E. Mouzin et al., Synthesis
1983, 117 and following) are subjected to reaction with the
- . 7/ RS .

corresponding amine of formula HN\ R6 corresponding to the

procedure as known for epoxides (éee for instance Houben-Weyl,
Methoden der organischen Chenie, 4. Ed., Vol. 11/1, p. 314
and foliowing, Georg Thieme Verlag, Stuttgart 1957) to yield
the corresponding substituted 3-amino~2~hydroxy-propylethers
and, if desired, to subject them to N~acylation by usual
methods., The starting materials II

~—
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.wherein R1, R- and R6 have the same meaning as in formula I,

resulting therefrom are subjected to reaction with dichloro-~
rhosphoric acid-w ~halogene alkyl esters of formula IIIX

"

P-0O~(CH,) ~Hal : III
Cl// 2'n
wherein n has the same meaning as in formula I and Hal is
a chlorine or bromine atom,
in an inert organic solvent, possibly with the addition of
an auxiliary base such as pyridine or tfiethylamine, the
resulting compounds subsequently being reacted with an amine
of formula IV

/R,

N<:_4R Iv
R

3

wherein R2 ¢« BT and R4 have the same meaning as in formula I

in an inert organic solvent such as toluene, dioxane, tetra-
hydrofurane, possibly with the application of pressure
(regarding thereto, see: H.K. Mangold, Angew, Chemie 91,

550 to 560 (1979; H. Eibl, Chem. and Phys. of Lipids 26,

405 to 429 (1980)).

If the resulting compounds of formula I have benzyl, benzy;f
oxycarbonyl or similar protective groups, these groups may

be split-off by hydrogenation under usual conditions in the’
presence of heavy metal catalysts and hydrogen, thus forming

compounds of formula I wherein R5 and/ox R6 is hydrogen.
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On the other side, a compound of formula I wherein R> and/or

R6 is hydrogen may be subjected to reaction, in the presence
of a suitable condensation agent such as thionylchloride,

) carbonylbisimidazo;, carbodiimides and the like, with an

acld of formula V

-r/ |
HooC- (CH,) -R/ . v

wherein m and R7

have the same meaning as in formula I,
or, possibly in the presence of auxiliary basis such as tri-
ethylamine, pyridine and the like, with an acid derivative

of formula VI

7
Hal-A-(CH,) -R VI

wherein A, m and R7

have the same meaning as in formula I
(with the exception of A representing a bond). and Hal is a
halogen atom or an acid anhydride group, in particular a
chloro or a bromo atom, Acylation may élso be effected with

isocyanates of formula VII

R5-N=C=O VvII -

wherein R5

has the same meaning as in formula I,
possibly with the addition of catalysts such as dimethyl~

formamide or 4-dimethylaminopyridine.

The starting compounds of formula II may be used in their

R~ or S~form or as raéemate; accordingly, there are obtained
the R~ or S-forms or racemate mixtures of the final pro-
ducts I,

The present invention is further related to pharmaceutical
Preparations which contain the 1-O-alkyl=-3~amino-propan-
1.2-diol-2~0~phospholipids of formula I. The pharmaceutical
breparations according to the present invention are products
for enteral as oral or rectal as well as parenteral appli-
cation., They contain the pharmaceutically active agents |
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alone or together with usual, pharmaceutically applicable
carrier materials. Preferably, the pharmaceutical prepara-
tions of the active agent are in the form of single doses
corresponding to the desired form of application such as

- tablets, dragees, capsules, suppositories, granulates,

solutions, emulsions or suspensions. The dosages of the

- compounds usually are between 1 and 1000 mg. per day,
preferably between 10 and 100 mg. per da&, and the product

may be administered once or several times, preferably bet-
ween two and three times, per day.

The preparation of the compounds according to the present
invention are further illustrated by the following examples,
The reported melting points have been determined by means
of a Bilichi 510 melting point apparatus and they are not
corrected. The infrared spektra have been determined in a
Perkin-Elmer 257 or Nicolet NIC-3600 type apparatus.

Example 1

3- (N-acetyl-methylamino)-1-0O-hexadecyl~propan -1.2-diol~2-0-
phosphocholine,

a) 1-Hexadecyloxy-3-methylamino-propan=-2-ol.

A cooled mixture of 15.5 g of methylamine, 50 cc. Of tetra-
hydrofurane and 15 g of hexadecyl-2.3-epoxypropylether

is heated to 60°C. for 2 hours in an autoclave, cooled
and evaporated in a vacuo., The residue is purified by
column chromatography (silicic acid gel//chloroform/
methanol).

Yield: 10.5 ¢  F.: 89 to 91°C.

b) 3~ (N-acetyl-methylamino)-1-hexadecyloxy-propan—2-ol.

5 g of 1~hexadééy10xy~3-methy1amino—propan-2-01.are

digsolved in 30 cc. of anhydrous chloroform. At first
3 g of triethylamine and separately thereafter 2.4 g of
acetylchloride are added dropwilse with cooling and the
mixture is stirred for 8 hours. The chloroform solution
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is washed with 2 % hydrochloric acid and water, is evaporated
and the residue is dissolved in 100 cc. of methanol, A solu-
tion of 0.6 g of sodium hydroxide in a little methanol is
.added to the methanol solution and the mixture is stirred

5

1o

15

20

25

30

-at room temperature for one hour. The solvent is evaporated

) in a vacuo and the residue is triturated in chloroform.

. The chloroform solution is washed with 2 $ hydrochloric acid

and water, is dried over sodium sulfate and is evaporated.

Yield: 3.7 g of an 0il

IR (£ilm): 3350, 1630 1120 cm 1.

c) [ﬁ-(N-acetyl-methylaminomethyl)~2~hexadecyloxyethy;7~2;
bromoethyl phosphate.

d)

3.3 g of 3-(N-acetyl-methylamino)-1-hexadecyloxy-propan-
2~01 are dissolved in 100 cc. of anhydrous chloroform
and the solution is- added dropwise to a mixture of 4.3 g
of 2-bromoethylphosphoric acid dichloride, 10 cc. Of
chloroform and 50 cc. of pyridin cooled with ice. The
resulting mixture is stirred for one hour at room tmpe-
rature, diluted with water and stirred another hour at
room temperature. The organic phase is separated; washed
with 5 % hydrochloric acid and water, dried over sodium

-sulfate and the solvent is separated in a vacuo. The

residue is purified by column chromatography (silicic
acid gel//chloroform/methanol).

Yield: 1.6 g of an 0il,

3-(N-acetyl-methylamino)-1—0—hexadecyl~pr6pan -1.,2-diol~
2-G-phosphocholine. | a

1.6 g of /[i-(N-acetyl-methylaminomethyl)-2-hexadecyloxy-
ethyl7-2-bromoethyl phosphate are dissolved in 30 cc. of
anhydrous toluene. About 3 cc. 0f a 33 % solution of
trimethylamine in ethanol is added thereto and the resul-
ting mixture is stirred for 4 hours at 60°C. in a closed
container, The solvent is evaporated in a vacuo and the
residue is purified by column chromatography (silicic
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acid gel//chloroform/methanal).

Yield: 0.4 g of a waxy product
IR (film): 1635 cm ).

Example 2

-A3—(N—benzyl~benzyloxycarbonylamino)-1—O-hexadecyl—propan—

1.2~diol~2-0-phosphocholine.

a)

b)

3=-Benzylamino-1-hexadecyloxy~propan-2-~ol.

A mixture of 24.4 g of benzylamine, 100 cc. of tetrahydro-
furane and 34 g of hexadecyl-2,3—-epoxypropylether is re-
fluxed for 8 hours and the solvent is evaporaﬁed in a
vacuo. The residue is recrystallized from hexane.

Yield: 30.8 g  F.: 56 to 58°C.

3-(N-benzyl-benzyloxycarbonylamino)—1-hexadecyloxy%propanf
2~0l. : ' )

21.4 g of 3-benzylamino-1-hexadecyloxy-propan=2-ol are
dissolved in 100 cc. of anhydrous chloroform. At first
5.4 g.of triethylamine and then a solutioh of 9 g of
chloroformic acid benzyl ester in 50 cc. of chloroform

is added dropwise with cooling and the mixture is
stirred for 3 hours. The chloroform solution is washed
with 5 % hydrochloric acid and water, dried over sodium
sulfate, evaporated and the residue is purified by column
éhromatography (silicic acid gel//chloroform).

‘Yield: 21 g (oil)

IR (film): 3445, 1701, 1125 cm 1.
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/1= (N~benzyl-benzyloxycarbonylaminomethyl)-2-hexadecyl~
oxy-ethyl/—2-bromoethyl phosphate.

16 g of 3~ (N-benzyl-benzyloxycarbonylamino)-1-hexadecyl-
oxy-propan-2-0l are dissolved in 30 cc. of anhydrous
chloroform and the solution is added dropwise to an ice;
cooled mixture of 14.5 g of 2-bromoethylphosphoric acid
dichloride, 120 cc. of chloroform and 9.5 g of pyridine.
The mixture is stirred for 1 hour at room temperature,
diluted with water and again stirred for 1 hour at room
temperature, The organic phase is separated, washed with
5 ¢ hydrochlorie acid and water, dried over sodium sulfate

and the solvent is evaporated in a vacuo., The residue
is purified by column chromatography (silicic acid gel//
chloroform/methanol). ’

Yield: 11.8 g (oil).

3-(N-benzyl-benzyloxycarbonylamino)-1~O—hexaaecyl—propan—
1.2-diol-2-0O-phosphocholine.

11.5 g of /1~ (N-benzyl-benzyloxycarbonylaminomethyl)-—-2-
hexadecyloxyethyL7~2~bromoethylphosphate are dissolved
in 50 cc. of anhydrous toluene. About 10 cc. of a 33 %
solution of trimethylamine in ethanol is added thexeto
and the mixture is stirred for 4 hours at 60°C. in a :
closed container. The solvent is evaporated in a vacuo
and the residue is purified by column chromatography
(silicic acid gel//chloroform/methanol).

Yield: 4.6 g of a waxy product
IR (film): 1696 cm I,
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Example 3 .
3-Amino~-1-0-hexadecyl-propan -1.2-diol-2-0-phosphocholine.

4.3 g of 3= (N-benzylbenzyloxycarbonylamino)-1-O-hexadecyl~

" propan =1.2-diol~2-0O-phosphocholine are dissolved in 200 cc.

of a 4:1 (v/v)-mixture of dioxane and water and, after the
addition of 0,43 g of pallkzdium-active carbon, are hydrogen-

"ated with hydrogen. The solution is filtered, the filter

residue is washed with ethanol, the filtrates are combined
and evaporated to dryness. The residue is purified by column

chromatography (silicic acid gel //chloroform/methanol/conc.
ammonia).

Yield: 1.4 ¢ F.: 217 to 219°C.

Example 4

3-Benzylamino~1-O~hexadecyl-propan —1,2~diol-2-0-phospho-
choline as produced similarly to Example 3 by inclomplete
hydrogenation,

For instance, there are isolated with the procedure des~—
cribed in Example 3 0,3 g of waxy 3-benzylamino-i-O-hexa~
decyl-propan =1.2-diol-2-0-phosphocholine as side product.
With the same procedure there of course may be also pro-

duced the 3-alkylamino-, 3-arylamino- and 3-arylalkylamino-
compounds.,
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Example 5 ' *

3-Acetylamino-1-0-hexadecyl~propan =1.2-diol-2-0~phospho-
choline, '

a) 0.35 g of 3-amino-1-0-hexadecyl=-propan -1.2-diol-~2-0~

Phosphocholine are dissolved in 1o cc, of anhvdrous

chloroform, 0.14 g of acetic acid anhydrideare added
thereto and the mixture is stirred for about 12 hours
at room temperature. The solution is evaporated in a
vacuo and the residue is purified by column chromato-
graphy (silicic acid gel//chloroform/mephanol/water).

Yield: 0.2 g  F.: 237 to 239°C.
IR (in KBr): 1667 cm 1.

b) 0.24 g of 3-amino-1-O~hexadecyl-propan =1.2-diol-2-0-

- phosphocholine are dissolved in 5 cc. of anhydrous
chloroform. 0.1 g of triethylamine and 0.08 g of acetyl-
chloride are added thereto and the mixture is stirred
for about 12 hours at room temperature. The solution is
evaporated in a vacuo and the residue is purified by

column chromatography (silicic acid gel//chloroform/
methanol/water).

Yield: 0.18 g

Example 6
1-O~Hexadecyl~3~(3-methylureido}-propan -1,2-diol~2~0-phospho~
choline.

0.48 g of 3~amino-1-O-hexadecyl-propan -1.2-diol-2~O-phospho-
choline are dissolved in 10 cc. of anhydrous chloroform. 0,17 g
of methylisocyanate are added to .this solution and the mixture
is stirred for 12 hours at room temperature. The solution is
evaporated in a vacuo and the residue is purified by column
chrOma£0grapﬁy (Silicic acid gel//chloroform/methanol/water).'

Yield: 0.4 g  F.: 243 to 245°C.

~



10

15

20

25

A Y A4 3

84101230527

Yooroy * I LI iosa g}
: - 3 > S 3 ~ . 112
b

Patent claims

1. 1-0-Alkyl-3-amino-propan-1,2-diol~2-0-phospholipids

and their derivatives of the formula I

1

H,C-0~-R .
HC~0-P0,-0~ (CH,) -N —-—-4R T
5 R
R
H,C~-N
e
wherein
R1 is a saturated or unsaturated, straight-chain or
branched alkyl group with 10 to 20 carbon atoms,
Rz, Ri
and R® which may be the same or different, represent
hydrogen or a lower alkyl group with 1 to 4 carbon
atoms, .
Rsfnd
R which may be the same or different, represent
- 7 . -
hydrogen or the group -A CmHZm R’ or -A cmHZm-Z R,
7
R is hydrogen, unsubstituted phenyl or phenyl sub-
stituted by a C1-3-alkyl,'c1_3-alkoxy, trifluoro-
methyl group, or a halogen atom,
A is a bond, ~CO-, =COO~ or -CONRB-,
RS is hydrogen or C,_,-alkyl,
m is a numeral from O to 20 and
n is a numeral from 2 to 4.

2, 1~O4Alkyl—3-amino—propan~1.2-diol-2—0-phospholipids of
the general formula I according to claim 1
wherein

1

R is a saturated or unsaturated, straight-chain alkyl .

group with 10 to 20 carbon atoms,
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and R° which may be the saﬁe or different, represent
hydrogen or methyl,

R5 and

R6 which may be the same or different, represent

hydrogen or the group -A-(CHZ)m—R7,

R7 is hydrogen, unsubstituted phehyl or phenyl sub-
stituted by a methyl, methoxy, halogen, trifluoro-
methyl group,

A is a bond, —-CO-, -COO- or -CONRS-,

R8 is hydrogen or C1_4-alky1,

m is a numeral from O to 20, if R7 is hydrogen, or
is a numeral from O to 2, if R7 is phenyl or sub-
stituted phenyl and

n is 2.

Process for producing the compounds of formula I
according to claims 1 and 2 characterized in that

6)
- 7\
2.3-epoxypropylether of formula R1OCH2~CH-CH2 wherein
1

R’ has the same meaning as in formula I, is subjected

to reaction with an amine of formula HﬁRG wherein R5
\R
R6 have the same meaning as in formula I, and possibly

subsequent N-acylation to the starting compounds of the
formula IXI

and

-r'
H,C~0-R

HC~OH IT

| s
_~R

H,C-N_
\R

5 6

wheggin R1, R” and R° have the same meaning as in formula
I, and subjecting the same to reaction with a dichloro-

phosphoric acid-w-halogeno alkyl ester of formula IIIX
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Cl \1\

P-0- (CH,) -Hal III
c1/

wherein n has the same meaning as in formula I and Hal
is a chlorine or bromine atom,

in an inert organic solvent, possibly” with the use of an
auxiliary base, and subseguent reaction with an amine of
formula IV

N——R v

wherein Rz, R3 and R4 have the same meaning as in formula

I, in an inert organic solvent, possibly with the appli-
cation of pressure.

Process for the preéaration of compounds of formula I
wherein R5 and/or R6 are hydrogen acéording to claims 1
or 2 characterized in that a compound of formula I ..
wherein one or both of R5 and/or R6 represent a benzyl
or benzyloxycarbonyl group, is subjected to hydration in
an inert solvent in the presence of a usual catalyst

for hydration.

Process for the production of compounds of formula I
according to claims 1 or 2 characterized in that a com-
pound of formula I with R5 and/or R6 are hydrogen, is
subjected to reaction with an acid of formula V

HOOC-(CHz)m-R7

v
wherein m and R7 have the same meaning as in formula I,
in the presence'of suitable condensation agents or,
possgibly in the presence of auxiliary bases, with an
acid derivative of formula VI
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Hal=-A=(CH,) -R | VI

wherein A, m and R7 have the same meaning as in formula
I, except A repgésenting a bond, and Hal is a halogen
atom or an acid anhydride group, or, possibly with the
addition of a Lewis-base as catalyst, is subjected to
reaction with an isocyanate of formula VII

R>=N=C=0 | VII

5

wherein R™ has the same meaning as in formula I, at

the 3-amino group.

Pharmaceutical preparations characterized in that they
contain a compound of general formula I according to
claims 1 and 2 as active agent mixed with usual pharma=-
ceutical auxiliary and carrier agents.
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