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@ New o-acyl-alkanediol-phospholipids, processes for their preparation and pharmaceutical preparations containing them,
@ O-acyl-aIkanediol-phospholipids of the general formula

(lcnz),-o-co-ﬂz

R'-CH
o ®
{CHz)m—0-PO-~0~{CHz)r—NRR*R®

wherein R’ signifies a saturated or unsaturated (preferably by
one olefine double bond), straight or branched chain alkyl
. residue with 10 to 20 carbon atoms, R signifies hydrogen, a
straight or branched chain alkyl or alkoxy residue with 1 to 4
carbon atoms or a group NR°R”. The residues R R4, R®*may be
the same or different and represent a lower alkyl residue with
1to 4 carbon atoms, preferably methyl. The residues R®, R?
may be the same or different and signify hydrogen, or a
saturated or unsaturated {preferably by one olefine double
bond), alkyl residue with 1 to 20 carbon atoms, phenyl, phenyl
substituted by Ci-a-alkyl, Ci-3-alkoxy, halogen, or trif-
luoromethyl, or signify an aralkyl residue, especially the ben-
2yl group. The indices | and mor 1 or 0. The index mis a whole
number from 2 to 4 preferably 2. Processes for their prepara-
tion and pharmaceutical preparations containing them.
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The present invention relates to new O-acyl-alkanediol-
phospholipids and processes for the treatment of certain
diseases in human beings, such as for the treatment of
atherosclerosis and of asthma as well as for use in dis-
05 oxders in the immune system and for tumour therapy,
éspecially for the treatment of high bhlood pressure.

The O—acyl-alkanediol~phospholipids of the invention
correspond to the general formula I

2
(CH,) | ~0-CO-R
rl-cy
l ©3 45 I
(CHZ )m—O-POz-O- (CHZ ) n"NR RR

10 wherein Rl signifies a saturated or unsaturated (pre-
ferably by one olefine double bond), straight or brancheg
chain alkyl residue with 10 to 20 carbon atoms, R2 signifies
hydrogen, a straight or branched chain alkyl or alkoxy
residue with 1 to 4 carbon atoms or a group NR§R7. The

15 residues R3, R4, R5 may be the same or different and _
represent a lower alkyl residue with 1 to 4 carbon atoms,T
preferably methyl. The residues RG, R7 may be the same or1§

.“different and signify hydrogen, or a saturated or unsaturated
'(preferably by one olefine double bond), alkyl residue with

20 1 to 20 carbon atoms, phenyl, phenyl substituted by
01_3-a1ky1, Cl_3-alkoxy, halogen, or trifluoromethyl, or
signify an aralkyl residue, especially the benzyl group. The

indices 1 and m are' 0. The index n is a whole number from
2 to 4, preferably 2,
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Examples of compounds of the invention are:
1-0-gacetyl-1.2-eicosandiol-2-0-phosphocholine
2-0-acetyl-1.2-octadecandiol-1-0-phosphocholine
1-0-acetyl-1.2-octadecandiol-2-0-phosphocholine

"2-0-acetyl-1.2-dodecandiol-1-0-phosphocholine

2-0-acetyl-1.2-tetradecandiol-1-0-phosphocholine
2-0-acetyl-1.2-hexadecandiol-1-0-phosphocholine
2-0-acetyl-1.2-eicosandiol-1-0-phosphocholine
2-0-acetyl-1,2-docosandiol-1-0-phosphocholine
1-0-acetyl-1.2-dodecandiol-2-0-phosphocholine
1-0-acetyl-1.2-tetradecandiol-2-0-phosphocholine
1-0-acetyl-1.2-hexadecandiol-2-0-phosphocholine
1-0-acetyl-1.2-docosandiol-2-0-phosphocholine
2-0—formy1-1.2—eicosandi01-I-O-phosphocho]ine
2-0-propionyl-1.2-eicosandiol-1-0-phosphocholine
2-0-butyryl-1.2-eicosandiol-1-0-phosphocholine
(2-acetoxy-octadecyl)-triethylammonioethyl phosphate
(2-acetoxy-octadecyl)-tripropylammonioethyl phosphate
(2-acetoxy-octadecyl)~tributylammonicethyl phosphate
(2-acetoxy-octadecyl)-dimethylammonioethyl phosphate
3-0-acetyl-2-octadecyl-1 3-propandiol-1-0-phosphocholine
3-0-acetyl-2-decyl-1.3-propandiol-1-0-phosphocholine
3-0-acetyl-2-dodecyl-1 .3-propandiol-1-0-phosphocholine
3-0-acetyl-2-tetradecyl-1.3-propandiol-1-0-phosphocholine
3-0-acetyl-2-hexadecyl-1.3-propandiol-1-0-phosphocholine
3-0-acetyl-2-eicosyl-1,3-propandiol-1-0O-phosphocholine
(Z—acetoxymethy]-eicosyl)-trimethy?ammoniopropy] phos-
phate

(2-acetoxymethyl-eicosyl)-trimethylammoniobutyl phosg
phate ‘



05

10

15

20

25

30

35

.. - 0121088 .

(Z-acetoxymetﬁyl-eicosyl)-dimethy]ammonioéthy] phos-
phate :
1-0-methylcarbamoyl-1.2-octadecandiol-2-0-phosphocholine
l-O—ethylcarbamoy]—1}2—0ctadecandio)-2-O-phosphocho]ine '

J-O-benzy]carbamoy]-l.2-octadecandiol-2-0-phosphocho]ine

1-0-carbamoyl-1.2-octadecandiol-2-0-phosphocholine

-2—0-methy]carbamoyl—l.2-octadecandio]—l—O-phosphocho]ine

2-0-ethylcarbamoyl-1.2-octadecandiol-1-0-phosphocholine
1-0-ethy1carbamoy]-1.2-eicosandio]—2-0-phosphocho]ine
l—O-methylcarbamoy]—l,2-eicosandio]-2-O-phosphocho]ine
l-O-benzy]carbamoy]-l.Z—eicosandio]-2—0-phosphocho]ine
1-0-carbamoyl-1.2-eicosandiol-2-0-phosphocholine
3-0-methy1carbamoy]-z-octadecy]-l.3-propandio]-1—0-phospho—
choline
3-0-ethy]carbamoy]-2-octadecy1-1.3-propandio]-1-0-phos-
phocholine
2-0—methy1carbamoy1-1.é-dodecandiol-l—O—phoSphocholine
2-O-ethy1carbamoy1-1-2-dodecandio]-1-0-phosphoch01ine
Z-O-methy]carbamoyl-1.2—tetradecandio]—l-O-phosphocho]ine
2-0-ethy1carbamoy]-l.2-tetradecandio]—1-0-phosphocho]ine
Z—O;Hwthylcarbamoy}—l,Zghexadecandio]-1-0-phosphocho]ine
2-0-ethy]carbamoy]-1.Z-hexgdecandiol-1—0—phosphocho]ine
2-0-methy]carbamoy]-1.2-eicosandio]-l-O—phosphocho]ine
2-O;ethy1cahbamoyl-1.2-eicosandiol-l-O—phosphocholine

,2-0-n@thy1carbamoy]-1.2-docosandio]-1—0~phosph0ch01ine

2-0-ethy1carbamoy]-1.2-docosandio]-l-O-phosphocho]ine

_1~0-methy]carbamoy]-1.2-dodecandio1-2-0~phosphocholine
‘ 1-0—ethy]carbamoy]~1.2-dodecandio]-2~0—phosphocho]ine

l-Oemethy]carbamoy]~1.2—tetradecandio]—2-0-phosphocho]ine
1-0—éthy1carbamoy]—1.2-tetradecandio]—2-O—phosphocho]ine
1—0-methy1carbamoy]—1.2-hexadecandio]—2-0-phosphocho]ine
1-0-ethy1carbamoyl-l.Z-hexadecandio]-2-0-phosphocho]ine
1—0-nethy1carbamoy]-1.2-docosandio]-Z—O-phosphochOIine
l—O-ethylcarbamoy]-1,2fd6cosandiol—2-0-phosphocho]ine
2-0-phenylcarbamoyl-1,2-eicosandiol-1-0-phosphocholine
2-0-[(4-chlorophenyl)-carbamoy1]-1.2-eicosandiol-1-0-
phosphocholine
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2-0-hexadecylcarbamoy1-1.24eicosandiol—1-0;phosphocholine
2-0-oleylcarbamoyl-1.2- eicosandio1—1-0-phosphocho1ihev

2 -decyl1-3-0- methylcarbamoy] -1.3-propandiol-1-0-phospho-
choline
2-dodecyl-3-0-methylcarbamoyl-1.3-propandiol-1-0-phospho-
choline '

*3-0-methylcarbamoyl-2-tetradecyl-1.3-propandiol-1-0-phos-

phocholine
2-hexadecy]-3-0-methy1carbamoyl-l.3-propandioT-1-0-phos-
phocholine
2-eicosyl-3-0-methylcarbamoyl-1.3-propandiol-1-0-phospho-
choline
2-decy}-3-0-ethylcarbamoyl-l.3—propandiol-l-O-phospho-
choline
2_godecyl-3-0O-ethylcarbamoyl-1.3-propandiol-1-0-phospho-
choline
3-0-ethylcarbamoyl-2-tetradecyl-1_,3-propandiol-1-0-phos-
phocholine
3-0-ethylcarbamoyli-2-hexadecyl-1.3-propandiol-1-0-phospho-
cho]ihe _
2—eitosy1~3-0-ethy1carbamoy]-l,3-propandio?—1—0-phospho-
choline
2—0—dimethy1¢arbamoy1-1_2—octadecandiol—l—O-phosphochoIine
2—0-dimethy1carbambyl-i,Z—dodecandio]—1-0-ph05phocho1ine
2-0-gimethylcarbamoyl-1,62-tetradecandiol-1-0-phosphocholine
2-0-gimethylcarbamoyl-1,2-hexadecandiol-1-0-phosphocholine
2-0—dimethy1carbamoy1-1.Z-eicosandio]—1-0—phosph0cho]ine
2-0-dimethylcarbamoyl-1.2- docosandiol-1-0-phosphocholine
1-0- dxmethylcarbamoyl -1 _2-dodecandiol-2- 0- phosphoch011ne
1-0- d1methylcarbamoy1 -1, 2- tetradecand1ol 2-0- phosphochollne
1-0- d1methy1carbamoy] 1.2-hexadecandiol-2-0- phosphochol1ne
1-0-aimethylcarbamoyl-1,62-octadecandiol-2- O-phosphocholine
1-0-dimethylcarbamoyl-1,2-eicosandiol-2-0-phosphocholine
1-0-dimethylcarbamoyl-1,2-docosandiol-2-0-phosphocholine
2—decy1:3-0-dimethy]carbamdy]41;3-propandiol-1-O—ph05pho4
choline - '
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3-0—dimethy]carbamoyl-2-dodecy1-1.3-propandiol-l-O-phospho-

choline

3-0-dimethylcarbamoy]-Z-tetradecy]—1.3-propandio]—l—0—phos—

3-O-dimethy]carbamoy]-Z-hekadecy]-l.3—propandio]-l-0-

_phosphocholine

3-0—dimethy]carbamoy]-2-octadecy]-1.3-propandio]-1-0-
phosphocholine : ' _
3-0-dimethy]carbamoy]-2-eicosyl-1.3—pr0pandio]-0-phospho—
choline ’ -
2-Oﬂnethoxycarbony1-1.Z-dodGCandjo]—1-0-phosphocho]ine
2-0-ethoxycarpony]-1.2—dodecandio]-l-O—phosphocho]ine
2-0-methoxycarbony]-l.2-tetradecandio]-l—O-phosphocho]ine
2-O~ethoxycarbony1-1.2-tetradecandio]—l-O—phosphocho]ine
2-04methoxycarbony]—1.2—hexadecandio]—1-0-phosphocho]ine
2-O-ethoxycarbony]-1.2—hexadecandio];l-O-phosphocho]ine
2-0-methoxycarbony]-1.2-octadecandio]-l-O-phosphocholine
2-0-ethoxycarbony]¥l.2—octadecandiol-l-O—phosphocholine
2-0qnethoxycarbonyl—1.2-eicosandiol-1—O-phosphocho]ine
2-0-9thoxycarbony]—1m2-eico$andiol-lbO-phosphocho]ine
2—0<methoxycafbony1sl.2—docoéahdio]~1-0-phosphocholine

,prééthoxycarbonylflq2-@ocosandjol?I=O—phosphocholine

1-anethoxycarbony]-l.2-dodecandio]-2—0-phosphocho]ine
1~0—ethoxycarbony]-1.2-dodecandio]—2-0—phosphocho]ine
l—O—mEthoxycarbohyl-I.Z-tetradecandiol-2-0-phbsphocho]iné
l-O-éthoxycarbonyl-lo2-tetradecandio]-Z-O—phosphocho]ine
l-Oﬂnethoxycarbony]-l.2-hexadecandio]-2-0-phosphocho]ine
1-0-ethoxycarbony]-1-2-hexadecandio]-2-0-phosphocho]ine

.l-O-methoxycarbonyl-l.2-octadecandiol-2-0-phosphoch0]ine

l-O-ethoxycarbonyl-lo2-octadecandio]-ZfO-phosphocho]ine
1-O—methoxy;arbony]—1.2—eicosandio]—2—0—phosphocho]ine
1-0-ethoxycarb0ny1—1.2-eicosandio]-2—0—phosphoch01ine

'1-0-metﬁoxycarbony1-1.2-doco$andio]-2-0—phosphocholine

1-0-ethoxycarbony]-1.2-doco$ahdio]-2-0—phosphocho]ine
2-decyT=3-0-methoxycarbony]wl.3-propandio]-l—O—phospho-
choline
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2-decy1—3-O—ethoxycarbony1—1,3¥propandiol-l—O—phospho—
choline _
2-dodecyl-3-0-methoxycarbonyl-1.3-propandiol-1-0-phospho-
choline

é—dodecy]-3—0—ethoxycarbony1-1.3-propandio]—1-0—phospho—

choline

" 3-0-methoxycarbonyl-2-tetradecyl-1.3-propandiol-1-0-

phosphocholine
3-0-ethoxycarbonyl-2-tetradecyl-1.3-propandiol-1-0-
phosphocholine | ’
2-hexadecyl-3-0-methoxycarbonyl-1.3-propandiol-1-0-phospho-
choline
3-0-ethoxycarbonyl-2-hexadecyl-1.3-propandiol-1-0-phospho-
choline
3-0—methoxycarbonyl-2—octadecy1-1.3—propandio]-l-o-phospho—
choline .
3-0-ethoxycarbonyl-2-octadecyl-1.2-propandiol-1-0-phospho-
choline o
2-eicosyi-3-0-methoxycarbonyl-1,3-propandiol-1-0-phospho-

choline

2-eicosyl—3-0-ethoxycarbony1-1;3—proﬁandiol-1—0-phosph0—
choline. ' |

0-Carbamoyl-alkandiol-phospholipids of the present invention
are prepared by reactirng lyso-phospholipids of the formula II

) (CH,)-OH
| |
~CH | 11

(éH ) _6-50 ~0-{CH.) jﬁk3R4R5
2'm 2 2'n

rl

in which‘Rl, R3, R4, RY,. 1, m,»n have the meanings given in

formula I, with carbonic acid derivatives of the formula
II1 or 1V

5
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: R6 8 :
RON=c=0 SN-C-c1
. 27
mr - R 1v
~dn-which R6 ‘and R7 have the meanings given in formula I, in

an inert organic solvent, e.g. chloroform, dimethy

“formamide, N-methyl acetamide, with optional addition of a

catalyst or a base such as dimethylaminopyridine, pyridine,
triethylamine, silver carbonate, barium carbonate, espec-
ially when using compounds of the formula IV.

Compounds of the formula I with R6 = R7 = H can be prepared
advantageously by hydrogenating, with hydrogen, compounds

- of the formula I.with R6 = benzyl and R7 = H in a suitable

organic solvent,le.g. methanol, ethanol, ether, dioxan or
mixtures thereoflwith each other and with water, with
splitting-off of the benzyl group in the presence of a

conventional hydrogenation’catalyst, e.g. palladium/active
carbon. ' '

Examples of useful starting compounds of the .formula II are:

1.2-Dodecandio]-1-0-phosphoch01ine
l.2-tridecandiol-1-0-phosphocholine
1.2-tetradecandio]-1-0-phosphocho]ine
1.2-pentadecandio]-l-O—phosphocholine
1.2-hexadecandio]-l-O-phosphocholine
1.2—heptadecandio]-l-o—phosphocholine
l.2-octadecandiol-1-0-phosphocholine
1.2-nonadecandio1-l-O-phosphocho]ine
1.2-eicosandio]-l—O-phosphocho]ine
~1l.2-heneicosandiol-1-0- -phosphocholine
1 2-docosandiol-1-0- phosphocho]1ne
124 dodecandiol-2-0- -phosphocholine
1.2- tr]decand101-2-0-phosphochol1ne
1.2—tetradecandio]-2-O-phosphocho1ine
1.Z-Pentadecandio]—2-0-phosphocho1ine
1.Z-hexadecandiol-Z-O—phOSphocholine
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1.2-heptadecandiol-2-0-phosphocholine
1.2-octadecandiol-2~0-phosphocholine
l1.2-nonadecandiol-2-0-phosphocholine
1.2-eicosandiol-2-0-phosphocholine
1.2-lieneicosandiol-2-0-phosphocholine
l1.2-docosandiol-2-0-phosphocholine

‘2-decyl-1.3-propandiol-1-0-phosphocholine

2-undecyl-1.3-propandiol-1-0-phosphocholine
2-dodecyl-1.3-propandiol-1-0-phosphocholine
2-tridecyl-1.3-propandiol-1-0-phosphocholine
2-tetradecyl-1.3-propandiol-1-0O-phosphocholine
2-pentadecyl-1,3-propandiol-1-0-phosphocholine
2-hexadecyl-1.3-propandiol-1-0-phosphochaline
2-neptadecyl-1.3-propandiol-1-0-phosphocholine
2-octadecyl-1.3-propandiol-1-0-phosphocholine
2-nonadecyl-1.3—pr0panqiol—1-0-phosphocho]ine
2-eicosyl-1.3-propandiol-1-0-phosphocholine
2-oleyl-1.3-Propandiol-1-0-phosphocholine
2-1inoleyl-1.3-propandiol-1-0-phosphocholine

2-(15-methyl-hexadecyl)-1.3-propandiol-1-0-phosphocholine

2-{17-methyl-octadecyl)-1.3-propandiol-1-0-phosphocholine,
the lyso-compounds being usable in either their R- or their
S- form or as a racemic mixture.

Examples of starting compounds of the formula III are:
Methyl isocyanate, ethyl isocyanate, propyl isocyanate,
isopropyl isocyanaie, butyl isocyanate, allyl isocyanate,
hexyl isocyanate, octyl isocyanate, decyl isocyanate,
undecyl isocyanate, dodecyl isocyanate, tetradecyl iso-
cyanate, hexadecyl isocyanate, octadecyl isocyanate, -
eicosyl isocyanate, oleyl isocyanate, linoleyl isocyanate,
phenyl isocyanate, 4-chlorophenyl isocyanate, 3-fluoro-
phenyl isocyanate, 4-fluorophenyl isocyanate, p-tolyl
isocyanate, p-methoxyphenyl isocyanate, p-trifluoremethyl
isocyangte, m-trifluoromethyl isocyanate, benzyl iso-
cyanate.



05

10

15

20

25

30

. ¢
* rlc
*

. o 0121088

Preferred examples of the starting compounds of the formula.
IV are carbamic acid chlorides whose substituents R6, R’

| contain a short-chain hydrocarbon residue with 1-4 carbon

atoms, e.g. dimethylcarbamic acid chloride, diethylcarbamic
acid chloride, dipropylcarbamic acid chloride, dibutyl-
carbamic acid chloride, methylethylcarbamic acid chloride,
methylpropylcarbamic acid chloride, methylbutylcarbamic

~acid chloride, ethy]propy]carbamic acid ch]bride, butyl-

propylcarbamic acid chloride, butylethylcarbamic acid
chloride. '

O-Alkanoyl- and O-alkoxycarbonyl-alkanediol-phospholipids
according to the present invention are likewise prepared
from the lyso-compound of the formula II, by reacting

the latter with the corresponding alkanoic acid halides,
alkanoic acid anhydrides or chloroformic acid esters of
the formula v

X-c0-RZ2 v

in which X is any halogen, preferably chlorine, or the
residue R2 €C0-0- (anhydrldes)and RZ signifies a straight
or branched chain a]kyl or a]koxy re51due accord1ng to
formula I, in an inert organic solvent, e.g. ch]oroform,
dimethylformamide, with optional addition of an acid

acceptor, e.g. pyridine, triethylamine. : -

Examples of starting compounds of the formula V are:

Acetyl chloride, propionyl chloride, butyryl ch]orlde,
isobutyryl chloride, acetic anhydride, propionic anhydride,
butyric anhydride, isobutric anhydr]de methyl chlorformate,
ethyl chloroformate, propyl ch]oroformate, isopropyl
chloroformate, butyl ch]oroformate, isobutyl chloroformate.

In the case where R = H, mixed anhydrides, e.g.
formic/acetic anhydride can also be used.

bt e e 4 e e
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0-Acyl-alkandiol-phospholipids of the general formula I are
also available from alcohols of the formula VI
(CH.),-0-C0-R?
271
' -
-CH ’ VI
|
(CH,) -OH

Rl

in which Rl, RZ, 1, m have the meanings given in formula I,

by reacting them with dichlorophosphoric acidiww-halo-alkan-
oic acid esters of the formula VII |
A , .
c1 4
™ P-0-(CH,) -Hal VI
C1

in which n has the meaning given in formula I and Hal 1is a
chlorine or bromine atom, in an inert organic solvent, with
optional use of an auxiliary base e.g. pyfidine or tri-
ethylamine, and subsequently treating with an amine of the
formula VIII

\70

4 VIII

T

R

/

R5

4

in which R3,R aniﬁshave the meanings given in formula I,

in an inert organic solvent e.g. toluene, dioxan, tetra-

~ hydrofuran, optionally under pressure. Cf in this con-

nection H K Mangold, Angew. Chem. 92, 550-560 (1979);
H. Eibl, Chem. and Phys. of Lipids‘gg, 405-429 (1980).

The compounds of formula I can also be prepared by phos-
phorylating compounds of the formula VI with phosphorus
oxytrichloride, and afterwards reacting with an alkandiol
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of the formula IX
HO-(CHZ)n-OH IX

in which n has the meaning given in formula I, with optio-
nal use of auxiliary bases e.g. triethylamine, and with

-yse of inert solvents e.g. tetrahydrofuran, to yield cyclic

intermediates of the formula X
(CH,)-0-C0-R
720
| - '
-CH 0 ‘ X

| A//,Q~\\\
(CH,) -0-P (CH.)

vi9 2

m \\‘0’/, n

in which Rl, R, 1, m, n have the meanings given in formula
I. Cf H. Eibl, Phospholipid Synthesis in Knight
(Publisher) Liposomes, Elsevier 1981, pp 19-50. The inter-
mediates of the formula X can also be prepared by reacting
compounds of the formula VI with a cyclic phosphorus
compound of the formual XI

2

0
A 0~
- ~(CH,) - | Xl

in which n has the meaning given in formula I, in an inert
organic solvent with addition of an auxiliary base. Cf
N.S. Chandrakumar et a].; Tetrahedron Lett. 23, 1043
(1982); Biochim. Biophys. Acta 711, 357 (1982). The
intermedﬁates X can be converted in a simple manner into
the compounds of the formula I, e.g. by treatment with an
amine of the formula VIII, in an organic solvent, option-
ally under pressure. Cf N.T. Thuong and P. Chabrier, Bull.
Soc. Chim. Fr. 1974, 667 ff.
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Examples of starting compounds of the formula VII are:
Dichlorophosphoric acid 2-bromoethyl ester, dichloro-
phosphoric acid 2-chloroethyl ester, dichlorophosphoric
acid 3-bromopropyl ester, dichlorophosphoric acid 4-bromo-
_buty? ester.

Preferred starting compounds of the formula VIII are
secondary and tertiary amines, e.g. diﬁethy]amine, diethyl-
amine, dipropylamine, dibutylamine, trimethylamine,
triethylamine, tripropylamine, tributylamine, ethyl-
methylamine, methylpropylamine, ethylpropylamin, butyl-
methylamine, butylethylamine, butylpropylamine, dimethyl-
ethylamine, dimethylpropylamine, butyldimethylamine,
diethylmethylamine, diethylpropylamine, butyldiethylamine,
dipropylmethylamine, dipropylethylamine, butyldipropyl-
amine, dibutylmethylamine, dibutylethylamine, dibutyl-
propylamine, ethylmethylpropylamine, butylmethylpropyl-
amine, butylethylmethylamine, butylethylpropylamine.

The 1yso-compounds with 1 = 1 and m = 0, used as starting
compounds of the formula II are prepared by reacting
epoxides of the formula XII

,/"O\g\

l CH— " cCH

R 2 XII

in which R; has.the meaning given in formuia I, in the form
of the pure substance or dissolved in an inert organic
solvent, with benzyl alcohol or a comparable protecting
group reagent in the presence of a base, preferably at
_temperaiures of 0-150°C, to yield a 1-O-protected diol of
the formula XIII .

- OH -
| | | | XI1I

-CH—CH2-0R8

gl
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Apart from benzyl or a comparable protecting group, the
residue R8, in a special case, can also be trityl or
substituted trityl, if XIII is prepared by’the conventional
brocedure from the original diol and trityl halides or
substituted trityl halides. For their part the compounds

XIII are transformed into the phospholipids of the formula

X1V
© ®
3.4.5
0-P0,-0-(CH,) -NR3R*R
| v X1V
Rl-CH-CHZ-ORB

anologously to the previously described phosphorylation
procedure. The compounds XIV are hydrogenated with
hydrogen in a suitable organic solvent, e.g. methanol,
ethanol, ether, dioxan or mixtures thereof with each other

~and with water, with splitting-off of the benzyl or trityl

group in the presence of one of the conventional hydro-
genation catalysts, e.g. palladium/active carbon, yielding
the desired lyso-compounds II with 1 .= 1 and m = 0. In the
case where R8 = trityl or substituted trityl, the conven-
tional ether scissions can be carried out with the aid of
organic or inorganic acids in aqueous/organic media.

The lyso-compounds with 1 = 0 and m = 1, used as starting
compounds of the formula II, are prepared from the
compounds XIII, by converting the latter into the acyl

derivatives XV

0-C0-R2

| , Xy

Rl-CH-CHZ-ORB

in which R2 has the meaning given in formula 1 and R8 that

given in formula XIII, by means of a reactive acid
derivative, e.g. an acid halide or anhydride, optionally in
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the presence of an acid acceptor such as triethylamine,
pyridine,'inorganic oxides, carbonates etc. The acyl
derivatives XV are hydrogenated with hydrogen in a suitable
organic solvent, e.g. methanol, ethanol, ether, dioxan or
mixtures thereof with each other and with water, with
splitting-off of the benzyl or trityl group in the presence

"of one of the conventional hydrogenation catalysts, e.g.

palladium/active carbon, yielding compounds of the formula
XVI '

0-C0-RZ |
| XVI
Rl-CH-CHZ-OH

The compounds of the formula XVI are converted into'the
phospholipids of the formuTa I with R2 = hydrogen, alkyl,
alkoxy analogously to the previously described processes
for the phosphorylation of VI, and the phospholipids, if
desiréd, are converted by mild alkaline hydrolysis to the

lyso-compounds of the formula II with 1 = 0 and m = 1.

Thé lyso-compounds with 1 = 1 and m = 1, used as starting
compounds of the formula II, are prepared by reducing
substituted malonic acid diesters of the formula XVII

CO0 Alkyl
|

1 cH | XVII
]

CO0 Alkyl

R

in which RY

has the meaning given in formula I and Alkyl
represents a suitable alkyl residue, preferably methyl or
ethyl, with an ;pprdpriﬁte reducing agent e.g. Tithium

aluminiym hydride, tQ,yiejd the diols of the formula XVIII
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CH,,-OH
|
RL-cH XVIII

CHZOH

“The dio]s XVIII can, just like the diols of the formula XIX

OH

| XIX

.
-CH-CH,,-OH

R

in which R1 likewise has the'meaning given in formula I, be’
converted directly into the lyso-compounds Il with

l=m=1o0or1=0,m=1, analogously to the previously
described process for the phosphorylation of VI.

On the other hand the compounds XVIII can also be converted;
with benzyl halides or similar protecting group reagents by
the conventional methods to the monobenzyl ethers XX

Chy-0-CH,-{(0))
|
Rl_cH | | XX

CH,-OH

2
from which - analogously to the processes previously
described for the phosphorylation of VI - the phospho-
lipids XXI can be obtained

C_”z'o“c”z‘@

! B
-CH XX1
4 © ®
CHZ-O-POZ—O-(CHZ)Z-N(CH3)3

rl
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The phospholipids XXI yield the lyso-compounds of the
formula I1 with 1 = m = 1, analogously to the hydrogenation
or scission of a similar protecting group described for the
preparation of XVI from XV.
Phospholipids of the formula I with R2 = hydrogen or alkyl
“and 1 =1 as well as m.= 0 can also be prepared by opening
epoxides of the formula XII with the corresponding acids
RZCOOH to yield the ester-alcohols XXII

OH

l

1-CH—CH

Z—O—CO—RZ‘ XXIT

R
according to the procedure given by U. Zeidler in Fette,
Seifen, Anstrichmittel 83 (2), 57 (1981), and treating said
ester-alcohols similarly to the process described for the
phosphorylation of VI.

The present invention relates likewise to processes for -the
treatment of certain diseases in humans wherein a compound
according to formula I is administered to a human being
suffering from such disease in the dosages given below. The
compounds of formula I are administered in the form of phar-
maceutical preparatiors for enteral, oral, rectal as well as
parenteral administration, and they contain the pharmaceu-
+tical active ingredients alone or together with a conven-
tional pharmaceutically usable carrier material. Advantageous-
iy the pharmaceutical presentation of the active ingrediént
is in the form of single doses, which are adapted to the
desired mode of administration, e.g. tablets, dragees,
capsules, suppositories, granulates, solutions, emulsions or
suspensions. The dosage of the compounds of formula I lies
normally between 1 and 1000 mg per dose, preferably between
1 to 10 mg per dose, and can be administered once

or oftener, preferably 2 to 3 times daily.
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The preparation of the compounds of the iﬁvention is
described in more detail by the following exmples. The
melting points given were measured with a Buechi 510
melting point determination apparatus and are uncorrected.

Example 1

'l-O—Acetyl-l.2-ei¢osandiol~2-0—phosphochdline.

a) 1-O~Acetyl=-1l.2-eicosandiol.

85 g of 1l.2-Epoxyeicosane is mixed with 21 g of acetic acid

and about 0.1 g of sodium acetate and the mixture stirred for

6 hours at 130°C. The mixture is evaporated and the residue
purified by column chromatography (silica gel/chloroform).
Yield: 74 g; Mp:73°cC.

b) (1-Acetoxymethyl—nonadecyl)-2-bromoethyl phosphate,

13 g of 1-O-acetyl-1.2-eicosandiol is dissolved in 200 ml of

pyridine and 17.7 g of 2-bromoethy1phosphor1c acid dichloride
are added dropwise with ice cooling. After about 2 hours of
stlrring at room temperature, 200 ml of water are added and
the mixture further stirred for half an hour at room
temperature. After dilution with water, it is extracted

with chloroform, the chloroform phase is washed with water
and dried over sodium sulphate. After evaporation of the
solvent in vacuo the residue is purified by column chroma- °
tograph (silica gel//chloroform/methanol).

Yield: 10.4 g (oil).

c) 1-0-Acetyl-l.2-eicosandiol~2- O-phosphochollne.

9 g of - (l—acetoxymethyl—nonadecyl) —-2-bromoethyl phosphate is

dissolved in 100 ml of toluene, 15 ml of 20 $% trimethylamine
solution in toluene is added and the mixture stirred for 5

" hours at. 60°C in the autoclave. After evaporation of the

solvent in vacuo the residue is purified by column chroma-
tography (silica gel//chloroform/methanol).
Yield: 4.2 g; Mp 194-197°,
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Example 2 .
2-0-Acetyl-l.2-octadecandiol-1~-0-phosphocholine.

a) 1-0-Benzyl—-1l.2-octadecandiol.

216 g of benzyl alcohol is added dropwise to a suspension of

9.8 g of sodium hydride in toluene at boiling point. When the
evolution of hydrogen has ceased the mixture is cooled and,
one after the other,'268 g of 1.2-epoxyoctadecane and 2.73 g
of 18~-Krone-6 are added. The mixture is stirred at 60°C to
the end of the reaction, cooled, washed with water and

dried over magnesium sulphate. After removal of the excess
benzyl alcohol and solvent the residue is purified by

column chromatography (silica gel/chloroform).

Yield: 302 g; Mp: 48°c. '

b) 2-0~Acetyl-1-0-benzyl-1.2-octadecandiol.

89 g of 140-benzyl-l.2—octédecandiol is reacted with 48 g of
acetic anhydride and the mixture heated under reflux for 1
hour. After removal of the éxcess acetic anhydride and acetic
acid in vacuo the residue is further worked up directly.
Yield: 97 g (oil). |

c) 2-0-Acetyl~l.2-octadecandiol.

15 g of 2-0-acetyl-1-0-benzyl-1l.2-octadecandiol is dissolved
in 50 ml of ethanol, the solution is then hydrogenated with
hydrogen at 0°C for 4 hours after addition of 1.5 g of
pallédium/active carbon. The active carbon is filtered off
and the filtrate cooled to -20°C. The precipitated solid is
filtered off and dried in a hlgh vacuum,

Yield: 9.1 g; Mp:46 to 49 C

a) (2~Acetoxy~octédeoyl)—2-bromoethy1 bhosphate.

6 g of 2-0-acetyl- 1 2-octadecandiol is dissolved in 100 ml

of chloroform and, one after the other, 8 ml of pyridine

and 6.6 g of 2-bromo°thy1phosphor1c acid dichloride are added
at 0°CT After stirring for 1 hour with ice cooling and
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addition of a little ice water, the mixture is again

stirred for half an hour at 0°C, The organic phase is

separated, washed with water and dried over sodium

sulphate, After evaporation of the solvent in vacuo the

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

Yigld: 5.2 g (oil).

e) 2-0—Acetyl-l.2-octadecandiol—leo-phosphocholine.

3 g of (2-acetoxy-octadecyl)~-2-bromoethyl phosphate is
dissolved in 100 ml of toluene, 10 ml of 20 % trimethylamine
solution in toluene is added to the solution, and the
mixture is-stifred for 5 hours at 60°C in the autoclave.
After evaporation of the solvent in vacuo the residue is
purified by column chromatography (silicé gel//chloro-
form/methanol).

Yield: 2.1 g; Mp:228°C.

Example 3
l—O-Acetyl—l.2-octadecandio1-2—0fphosphocholine.

a) (l-Acetoxymethyl-heptadecyl);2¥bromoethy1 phosphate.
70 g of 1-0-acetyl-1l.2-octadecandiol (prepared similarly to
l-0-acetyl-l.2-eicosandiol) are diséolved in 400 ml of
pYridine and 77 g of 2-bromoethyl phosphoric acid dichloride
are'édded dropwise with ice cooling. After about 2 hours of
stirring at room temperature 400 ml of water are added and
the mixture further stirred for half an hour at room
temperature. After dilution with water the mixture is
extracted with chloroform, the chloroform phase washed with
5% Hydrochloric acid and water, dried over sodium sulphate
and the solvent removed. The crude product (110 g) is
worked up further without purification.
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b) 1-0-Acetyl-1l.2-octadecandiol-2-0-phosphocholine.
110 g of (l—acetoxymethyl~heptadecyl)—2—bromocthy1 phosphate
(crude product) are dissolved in 500 ml of tolucre, 300 ml

of 20 % trimethylamine solution in tolucne are added and

the mixture stirred for 8 hours at'GOOC in the auteclave.

After evaporation of the solvent in vacuo the residue is
purified by column chromatography (silica gel//chloxo-
form/methanol).

vield: 50.5 g; Mp: 217 to 224°C.

Example 4
1-0-Acetyl~1.2-octadecandiol~2-0~phosphocholine
(£xom 1.2-octadecandio1—2—Ofbhosphocholine).

1 g'of 1.2~octadecandiol~2~-0-phosphocholine is dissclved in
20 ml of chloroform and 0.7 g of acetic anhydride are added.
The mixture is stirred-until the reaction is complete, evep-
orated to dryness in vacuo and the residue is frecze-dried
after dissolving in water.

Yield: 1.1 g; Mp: 218 to 225°C.

The following are prepared analogously to examples 1-4:
2-0-acetyl-1:2-dodecandiol-1-0-phosphocholine
2-0-acetyl-1.2-tetradecandiol-1-0O-phosphocholine
2-0-acetyl-1.2-hexadecandiol-1-0-phosphocholine
2-0-acetyl-1.2-eicosandiol-1-0-phosphocholine
Z-O-acetyl-l.2—docosandi0]-1-0—pho$phocho]ine
1—0-a€ety]~1.2—dodecandio1-2-0—phosphocholine
1-0-acetyl-1.2-tetradecandiol-2-0-phosphocholine
1—0~acety1—1.2—hexadecandiol-?-O-phosphocho]ine
1-0-acetyl-1.2-docosandiol-2-0-phosphocholine
2—0—f0rmy1-1.2—eicosandiol;l-O—phosphocholiﬁe
2-0-propionyl-1.2-eicosandiocl-1-0-phosphocholine
2-0-butyryl-1.2-eicosandiol-1-0-phosphocholine
(2-acetoxy-octadecyl)-triethylammonioethyl phosphate
(Z-acetoxy-octadecy1)—tripropy]ammonioeihy] phosphate
(Z-acetoxy—octadecy])—tributy]ammonioethy] phosphate
(Z—acetaky-octadecyI)—dimethy]ammonioethy] phosphate.
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3—0~Acety1—2—octadccyl-l.3~propandio1~1—0vphosphocho1inc.

a) 2-Octadecylmalonic acid diethyl ester.

One after the other,

160 g of diethyl malonate and 330 q of.
‘blomo octadecane are added dropwise to a hot solution of 23 ¢

of sodium hydroxide in 500 ml of absolute ethanol,and the mixture

heated under reflux for about 12
gives a nearly neuttal reaction.
removed, the residue shaken with
phase dired over sodium sulphate

The residual oil is distilled in

b) 2-0Octadecyl-1l.3~-propandiol.

195 to 200°C); Mp: 39 to 41°C.

hours, until the solution
Then the solvent is

wdter and e“hér, the ether
and the ether evaporated.
vacuo.

150 g of diethyl 2-octadecylmalonate are dneekood in

200 ml of absolute tetrahydrofuran and the solution slowly

added dropwise to 14 g of lithium aluminium hydride in

300 m) of tetrahydrbfuran. The mixture is boiled for 4 hours

under reflux,

thereafter with 10 %

sulfuric acid,

reacted with isopropanol with ice cooling and

until the precipitate

of aluminium hydroxide just redissolves. The grcater part of

the solvent is removed in vacuo and the residue treated

with chloroform. 2-Octadecyl~l.3-propandiol pre01p1tate°

from -the chloroform ph se and is filtered off

Yield: 248 g; Mp: 88° C.

and dried.
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c) 2-Benzyloxymethyl-eicosanol,

110 g 2~-octadecyl-1l.3-propandiol ére added at 80°C to a
suspension of 16 g of sodium hydride in 1.5 1 of dimethyl-
formamide., When hydrogen evolution has finished, 42 g of
benzyl chloride dissolved in 500 ml of dinéthylformamide
are addeg dlopw;se with strong agltatlon. The mixture is
stlrred/_—hours at 80° C, the solvent substantlally removed
in vacuo and water added. Thereupon the mixture is
extracted with chloroform, the chloroform phase washed with
water and dried over sodium sulphate. After removal of the
solvent the residue is stirred with hexane, unreacted
sté;ting substance is filtered off and the filtrate is
evaporated. The residue from the filtrate is purified by

"column chromatography (silica gel//hexane/ethyl écetate).

Yield: 76 g.

d} (2-Benzyloxymethyl-eicosyl)-2-bromoathyl phosphate.

20 g'of 2-benzyloxymethyl-eicosanol, dissolved in a little
of chloroform, is added dropwise to an ice-cooled mixture
of 17 g of 2-bromoethylphosphoric acid dichloride, 8 ml of
pyridine and 200 ml of chloroform. The mixture is stirred
for-5\hours, treated with 200 ml of water and stirred again
for half an hour. The organic phase is separated, washed
with water and dried over sodium sulphate. The sslvs:t io

removed and the residue is purified by column chromato-
graphy (silica gel//chloroform/methanol}.

Yield: 17.5 g (oil). - -

i'
f
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. e) 3~0~Beniyl—2—octadecyl~l.3—propandiol~l~ ~phospho-~

choline.

17.5 g of (24benzquxymethyl—eicosYl)~2-bromoethy1
phosphéte is dissolved in 150 ml of toluene, 20 ml of 33 %
alcoholic trimethylamine solution is added ang the mixture
stirred for 5 hours-at 70°C. After evéporation of the
solvent in vécuo the residue is purified by column
chromatography (silica gel//chloroform/methanol).

Yield: 12 g; Mp: 237 to 242%.

£) 2—Octadeé§l—l.3-propandiol-l—O-phosphocholine.

15 g of 3-0-benzy1—2~octadecyl~l.3»propandiol~l~0—phospho—
choline are dissolved in 300 ml of ethanol, the solutioﬁ is
hydrogenated with hydrogen after addition of 1.5 g of
palladium/active carbon with gradual addition of about

100 ml of water. After the active carbon has béen filteregd

off, the residue is evaporated and worked ub further without

purification, ;
Yield: 10.1 g; Mp: 240°C.

g) 3—0~Acety1-2-octadecyl-l,3~propandio1~l~0~phospho—
choline. )

1 g of 2-octadecyl~l.3-propéndiol~l—O—phosphocholine is
dissolved in 20 ml of chloroform and 5 ml of acetic

‘anhydride is added. The mixture is stirred at 80°C unti1

reaction is complete, evaporated to dryness in vacuo and
the residue is washed with acetone,
Yield: 10 g; Mp: 207 to 220°C.

it e e ¥ b 2t
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The following were prepared analogously to example 5:
3-0-acetyl-2-decyl-1.3-propandiol-1-0-phosphocholine
3-0-acetyl-2-dodecyl-1.3-propandiol-1-0-phosphocholine
3-0-acetyl-2-tetradecyl-1.3-propandiol-1-0O-phosphocholine
3-0-acetyl-2-hexadecyl-1.3-propandiol-1-0-phosphocholine

-3-0-acetyl-2-eicosyl-1.3-propandiol-1-0-phosphocholine

(2-acetoxymethyl-eicosyl)-trimethylammoniopropyl
phosphate ‘
(2—acetoxymethy1-eicosy1)-trimefhylammoniobuty] phosphate
(2-acetoxymethyl-eicosyl)-(dimethylammonioethyl)
phosphate.

Example 6

l—O-Methylcarbamoyl—l.2-octadecéndiol—z—o—phosphochbline.

a) 1.2-Octadecandiol~-2-0~-phosphocholine.
10 g of 1-0-acetyl-1l.2-octadecandiol-2-0-phosphocholine
are dissolved in 100 ml of absolute ethanol and 2.8 g of
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potassium carbonate added. The mixture isistirred at room
temperature for 24 hours, filtered and evaporated to
dryness in vacuo. The residue is shaken ﬁp with acetone,
the so0lid substance filtered off and dried,

‘Yield: 7.5 g; Mp: 273°C.

b) 1"0—Methylcarbamoyl—l.2—6ctadecandio1F2404ph05ph0*
choline. | ' ‘

2 g of l.2-octadecandiol-2-0-phosphocholine are dissolved
in 20 ml of chloroform and 1 ml of dimethylformamide, and
0.5 g of methyl isocyanate are added dropwise. The mixture
is stirred at room temperature for‘24 hours, the solvent
removed and the residue purified by column chromatography
(silica gel//chléroform/methanol). - '

Yield: 1.2 g; Mp: about 240°C (dec.).

Example 7 , ,
lfo-Ethylcarbamoyl~l.2~octadecandiol—2—Ofphosphocholine.

2 g of l.2—octadecandiol-2—0-phosph6choline are dissolved

in 20 ml of chloroform and 1 ml of dimefhylformamide, and
0.5 g of ethyl isocyanate are added. The mixture is stirred
at room temperature for 24 hours, the solvent removed and
the residue purified by column chromatography (silica
gei//chloroform/methanol). N |

Yield: 1.3 g; Mp: 241%%.-

Example 8 ,
1-0~Benzylcarbamoyl-l.240ctadécéndiol~2—0—phosphocholine.

2 g of l.2—octadecandio142-0—phosphocholine are dissolved in
20 ml of chloroform and 1 ml of dimethylfdrmamiae, and 1.2 g
of benzyl isocyanate are added. The mixture is stirred of and
the residue is purified by column chrométography (silica
gel//chioroform/methanql)

Yield: 1.6 g; Mp: about 211% (decy) .

e,
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Example 9
l—O—Carbamoyl-l.2—octadecandiol—2-0—phoséhocholine.

Prepared similarly to 1-0-carbamoyl-~l.2-eicosandiol-2-0~

phosphocholine, from:

. 0.5 g of 1-0-benzylcarbamoyl-octadecandiol-2-0-phospho-

choline,

50 ml of ethanol and

0.5 g of palladium/active carbon.
Yield: 160 mg; Mp: 236°C (dec).

Example 10

2-0—Methylcarbamoy1-l.2-octadecandiol-l-O—phosphocholine.

a) 1.2~-0Octadecandiol-1-0-phosphocholine.

1 g of 2-0~acetyl—-1.2-octadecandiol-1-0-phosphocholine are
dissolved in 10 ml of absolute ethanol, and 300 mg of
potassium carbonate are added. The mixture is stirred at
room temperature for 24 hours, filtered and evaporated to

dryness in vacuo. The residue (0.8 g) is further processed
without purification.

b) 2-0-Methylcarbamoyl~l.2~-octadecandiol-1-0-phospho-
choline.

0.2 g of l.2-octadecandiol-1-0-phosphocholine are dissolved
in 10 ml of chloroform, and 10 drops of dimethylformamide
plus 0.1 g of methyl isocyénéte added. The mixture is
‘stirred at room temperéture for 48 hours, the solvent
removed and the residue purified by column chrométography
(silica gel//chloroform/methénoi).

Yield: 0.12 g; Mp: 246°C (dec.).
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2- O-Bthylcarbamoyl -, 2—octadecandlol ~1-0-phosphocholine.

0.2'g of 1.2-octadecandiol- l-0~phosphoch011ne are dissolved
in 10 ml of chloroform, and 10 drops of dimethylformami.de

.Plus 0.1 g of ethyl isocyanate added The mixture is

stirred at room temperature for 48 hours, the solvent
removed and the residue purified by column chromatography
(silica gel//chloroform/methanol). '

Yield: 0.1 g; Mp: 241°%.

Exanple 12

_l-OeEthylcarbamoyl~l.2—eicosandiolLz-o-phoéphocholine.

a)  1.2-Eicosandiol-2-0-phosphocholine.

2 g of 1-0-acetyl-l,2-eicosandiol—2- ~0-phosphocholine are
dissolved in 20 ml of absolute ethanol, and 530 mg of
potassium carbonate added. The mixture is stirred at room
temperature for 24 hours, filtered and evaporated to

dryness in vacuo. The res1due (1 9 g)ls furthel processed
without purification.

b)- 1-0 ~Ethy1carbamoy1 -1, 2~e1cosandlol~2 0~phosphochollnc
0.5 g of 1. 2~e;cosandlol ~2-0-phosphocholine are dissolved

in 20 ml of chloroform, and 1 ml of dlmethylfOLmdmlde and

0.2 g of ethyl. isocyanate added to the solution. The mixture
is stirred for about 5 hours at room temperature, the solvent
‘removed and the residue pullfled by column chromatography
(silica gel//chloroform/nethanol).

Yield: 0.3 g; Mp: 220%C.

Exanmple 13

1-0—Methylcarbamoy1~l.2-eicosandio1~270-phosphocholine.

0.5 g of l.2-eicoséndiol~2~0—phosphocholine are dissolved

in 20 ml of chloroforﬁ, and 1 ml of dimethylformémidé and
0.2 g _of methyl isocyanate added to the mixture, The nixture
is stzrred at room temperature for about 5§ hours, the soclvent
xemoved and the residue purified by column chromatography
(silica gel//chloroform/methanol).

Yield: 0.23 g; Mp: 235°C (dec.).
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1-0-Benzylcarbamoyl-1.2-eicosandiol~2-0-phosphocholine.
£.2 g ¢£ 1l.2~-eicosandiol-2-0-phosphocholine are dissolved

in 20 ml of chloroform, and 1 ml of dimethylformamide and

- 0.5 g of benzZyl isocyanate added to the solution. The

‘mixture is stirred at room temperature until reaction is

complete, the solvent removed and the residue purified by

"-column chromatography (silica gel//chloroform/methanol).

Yield: 0.5 g; Mp: 225°C (dec.).

Example 15

1-0-Carbamoyl-1l.2-eicosandiol~-2~0~phosphocholine.

0.4 g of 1-0O-benzylcarbamoyl-l.2-eicosandiol-2-0-phospho-
choline are dissolved in 50 ml of ethanol, the solution
hydrogenated with hydrogen for 7 days with successive
addition of a total of 0.4 g of palladium/active carbon
and a little water. After filtering off the active carbon
the filtrate is evaporated to dryness in vacuo, and the
residue purified by column chromatography (silica
gel//chloroform/methanol).

Yield: 0.30 g; Mp: 237°C (dec.).

Example 16

3-0-Methylcarbamoyl-2-octadecyl-1.3~-propandiol-1-0-phospho-
choline.

lg 6f 2—octadecy1—l.3—propandiol—l-o-phosphbcholine are
dissolved in 20 ml of chloroform, and 10 ml of dimethyl-
formamide énd 10 ml of methyl isocyanate added to the
solﬁtion. The mixture is stirred at 60°C until reaction is
complete, the solvent removed and the residue purified by
column chromatography (silica gel//chloroform/methanol),
Yield: 0.42 g; Mp: 234 to 239°C.
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Examble 17

3~0~Ethylcarbamoyl-2~octadecyl~l.3-propandiol~l~0~phospho~
choline, C

1 g of 2~octadecyl—l.3~propandiol~l~0~phosphocholine are
05 -.

dissolved in 20 ml of chloroform, .and 10 ml of dimethyl-~
formamide and 10 m] of ethyl isocyanate addeg to the
solution. The mixture is stirred at 60°c until reaction ig
complete, the solvent removed and the residue purified by

column chromatography silica gel//chloroform/methanol).

Yield: 0.5 g; Mp: 209 to 218%%.

The following are Prepared similarly to examples 6-17:
2-0-méthylcarbamoy]—1,2—dodecandio]-1-0~ph05phoch0]ine
2-0—éthy]carbamoy]-1.2¥dodecandio]-l—O-phosphocholine
2-O-methy]carbam0y]-1.2-tetradecandfo]-l-O—phosphocho]ine
2-0-ethy1carbamoy]-l.2—tetradecandio]-l-O—phosphocho]ine
2-O-methy]carbamoy1-1,2?hexadecandio]-l-O-phosphocho]ine
2-0-ethy]carbamoy]—1.2—hexadecandio]-l-O-phosphocho]iné
Z-O—methy1carbamoy1;l.2-e1tosandiol~1—0-phosphocho]ine
2-O—ethy1carbamoy]~1.2-eicosandio]—l-O-phosphocho]ine
2—0¥methy]carbamoy1-1,Z-docosandio]-1-0-phosphocholine
2-0—ethy]éarbamoy]-1.2-docosandio]-1-0~phosphocho]ine
l-O—Eéthylcarbamoyl-l.Z-dodecandiol—2-0-phosphocho]ine
1-0-ethy]carbamoy]-l.2-dodecandio]-2—0-phosphocho]ine
l—O-HEthy1carbamoy]~1.2—tetradecandiol—2-O—phosphocho]ine
1-0-ethy]carbamoy]-132—tetradecandio]—Z-O—phosphocho]ine
l—O-HEthy]carbamoyl—l.2-hexadecandio1-2-O—phosphocho1ine
1—0—ethy]carbamoy]-1.2-hexadecandio]-2—0—phosphocho]ine
1—0—nEthy1carbamoy]-l.2-docosandio]-2—O—phosphoch01ine
1—0-ethy}carbamoy]-1.2—docosandiol—2—0—phosphocho]ine
2-O-pheny1carbamoy1—1.2-éicosandio]-l—O-phosphochoTine
2-0-[(4-Cﬁ]oropheny])-carbamoy]]-l.Z—eicosandiol-l-O—phos—
phocholine |
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‘2-04hexadecylcarbamoy1«1.Z-eicosandiol-1-6-ph05phoch01ine
2-0-oleylcarbamoyi-1, 2-eicosandiol-1-0-phosphocholine
2—decy]-3-0-methy1carbamoyl-l.3-propandiol-1-0~phospho-

~choline ' '
2-dodecy1-3—0—methy]carbamoy1-1.3—propandio]-1—0-phospho-

' choline

3—Oﬂnethy]carbamoy]-z-tetradecy]-l.3-propandio]—1-0-phos-
phocholine
2—hexadecy1—3—0-methy]carbmoyl-l.3—propandiol—l-O-phospho-
choline
2—eicosy]—3-0-methylcarbamoyl-1.3-propandiol-1-0-phospho-
choline
2-decyl-3-0-ethylcarbamoyl-1.3-propandiol-1-0O-phospho-
choline

2—dodecyl-3-0-ethy]carbamoy]—lﬂ3—propandiol—l—O-phospho-
choline
3—0—ethy]carbamoy]—Z-tetradecyl—l-3-propandiol—1—0-phospho-
choline :
3-0-ethy]carbamoyl—2-hexadecy1-1-3—propandi01—1—0-phospho-
choline :
2-eicosy1-3—0-ethy1carbamoy1-1.3—propandio]—1-0-phospho—
choline.



05

10

15

20

25

30

_ap - | '0121088

Example 18 !

2~0-Dimethylcarbamoyl-1l.2-octadecandiol-1-0-phosphocholine.
0.9 g of 1.2~octadecandiol~-1l~0-phosphocholine are

dissolved in 50 ml of chloroform, the solution reacted with
"0.43 g of dimethylcarbamic acid chloride and 0.6 g of
silver carbonate, and stirred at room temperature for 12

“‘hours. The solution is filtered and evaporated in vacuo and

the residue purified by column chromatography (silica
gel//chloroform/methanol).
Yield: 0.75 g; Mp: 221°C.

The following are prepared similarly to example 18:
2-0-dfmethylcarbamoyl-1.2-dodecandiol-1-0-phosphocholine
2—0—djmethy1carbamoy1-1.2-tetradecandio]-1—0—phosphochp]ine
2-0-&imethylcarbamoyl-1.2-hexadecandiol-1-0-phosphocholine
2-0-dimethylcarbamoyl-1.2-eicosandiol-1-0-phosphocholine
2-0-dimethy1carbamoy1-1.2?d0cosandiol-1-0—phosphocho1ine
1-0-dimethylcarbamoyl-1,2-dodecandiol-2-0-phosphocholine
1-0—dimethy1carbamoy1—1.2-tetradecandio];2—O—phosphoch01ine
1-0-dimethylcarbamoyl-1.2-hexadecandiol-2-0-phosphocholine
1-0-diméthy1carbamoy1-1.2—octadecandio]-2-0-phosphocho]ine
1—0-dimethy]carbamoy]—1.2-eicosandio]—2—O-phospho¢ho1ing
1-0- dimethy]carbamoy]'l +2-docosandiol-2-0-phosphocholine
2-decyl-3-0-dimethycarbamoyl-1 .3- propand1o] 1-0-phospho-
choline ~

3-0- d1methy1carbamoy1 2- dodecy] 1.3-propandiol-1-0-~ phospho—
choline

3-0- d1methy1carbamoy1 2-tetradecyl-1.3- propand1o] 1-0- phos-
phocholine

3-0—dimethy1carbamoy]—Z-hexadecy]—l;3-propandio]-1—0-phos—
phocholine

3-0- d1methy]carbamoyl 2- octadecy] 1 3- propand1o] -1-0- phos-

phocholine
3-0- d1methy1carbamoy1 2-eicosyl-1. 3- propand101 -1-0-phospho-
choline_
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Example 19

'ZrO—Ethoxycarbamoyl—l.2—eicosandiol~l-0~phosphocholine.

A mixture of 150 mg of 1.2-eicosandiol-1~-0~phosphocholine,

- 70 ﬁg of ethyl chloroformate, 3 drops of triethylamine and
‘3 ml of chloroform are stirred at 30 to 50°c for 24 hours,

the mixture evaporated in vacuo and the residue purified by
preparative thin léyer chromatography (silica gel//chloro-
form/methanol/water = 65/35/4).

Yield: 62 mg wax.

The following are prepared similarly to example 19:
Z—O—Hethoxycarbonyl—1,Z—dodecandio]-1-0~phosphocho]ine
2-0-éthoxycarbonyl-1,2~-dodecandiol-1-0-phosphocholine
2-0-methoxycarbonyl-1.2-tetradecandiol-1-0-phosphocholine
2-0-éthoxycarbonyl-1,2-tetradecandiol-1-0-phosphocholine
2-0-methoxycarbonyl-1.2-hexadecandiol-1-0-phosphocholine
2-0-éthoxycarbonyl-1,2-hexadecandiol-1-0-phosphocholine

. 2-0-methoxycarbonyl-1,2-octadecandiol-1-0-phosphocholine

2-0-éthoxycarbonyl-1.2-octadecandiol-1-0-phosphocholine

: 2;0—methoxycarb0ny1-1.2~eicosandio1-1-O-phosphoch01ine

2-0-methoxycarbonyl-1.2-docosandiol-1-0-phosphocholine
2-0-éthoxycarbonyl-1,2-docosandiol-1-0-phosphocholine

. 1-0-methoxycarbonyl-1.2-dodecandiol-2-0-phosphocholine
' 1-0-éthoxycarbonyl-1,2-dodecandiol-2-0-phosphocholine

1-0-methoxycarbonyl-1,2-tetradecandiol-2-0-phosphocholine
1-0-€thoxycarbonyl-1.2-tetradecandiol-2-0-phosphocholine

: 1-0-methoxycarbonyl-1.2-hexadecandiol-2-0-phosphocholine
. 1-0-ethoxycarbonyl-1.2-hexadecandiol-2-0-phosphocholine
. 1-0-methoxycarbonyl-1,2-octadecandiol-2-0-phosphocholine

i-0-ethoxycarbonyl-1,2-octadecandiol-2-0-phosphocholine
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1—0—methoxycarbony]-l.2-eicosandio]—2—O—phosphocho]ine
1—O—ethoxycarbony]-1-Z—eicosandib]—2-O—phosphocho]ine
1-0-methoxycarbonyl-1.2-docosandiol-2-0- phosphocholine
1-0-ethoxycarbonyl-1.2-docosandiol-2-0- phosphocholine
2- ~-decyl-3-0-methoxycarbonyl-1.3- propandiol-1-0-phospho-
choline

'2-decy1-3—0—ethoxycafbony]-l.3—propandio]-l-O—phospho-

choline
Z-dodecyl-3—O—methoxycarbony]—1.3—propandio]-l-O—phospho-
choline
Z-dodecyl—3-0-ethoxycarbony]-1.3—propandio]-1-O—phospho-
choline

3-0-methoxycarbonyl-2- -tetradecyl-1.3- propand1o] 1-0-phos-
phocholine

3-0-ethoxycarbonyl-2- tetradecy] l1.3-propandiol-1-0- phos-
phocholine
Z-hexadecy]—3—0-methoxycarbony]—1.3—propandiol-1—0—phos—
phocholine

3-0-ethoxycarbonyl-2- hexadecy] 1.3- propand1o] 1-0-phos-
phocholine

3-0- methoxycarbony] 2- octadecy] 1.3-propandiol-1- 0 phospho-
choline
3-0—ethoxycarbonyl—2—octadecy]—1.2—propandio]-l-O—phOspho-
choline , |
Z-eicpsy]-3-O~mefhoxycarbony]-1.3-propandio1-1—0-phos-
phocholine

2-eicosyl-3-0- ethoxycarbony] 1.3- -propandiol-1-0- phos-
phocholine
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PATENT. CLAIMS:

1. O-Acyl-~alkanediol-phospholipids of the general
formula I

2
;(CHZ)I-O-CO—R

| .
rl-cH

(CH,) -0-PO. -0~ (CH Yo %%3R4R5
2'm 2 2

1

wherein R™ is a member selected from the group consisting

of the saturated straight chain, the saturated branched chain,
the unsaturated straight chain and the unsaturated branched
chain alkyl residues having from 10 to 20 carbon atoms, R2

is a-member selected from the groﬁp consisting of hydrogen,
?he straight chain and the branched chain alkyl residues
having from 1 to 4 carbon atoms, the straight chain and the
branched chain alkoxy residues having from 1 to 4 carbon
atoms and the group -NR6R7, R3, r? ana ®® which may be the
same or different from each other, each are a member selected
from the group consisting of hydrogen and the lower alkyl,
residues having from 1 to 4 carbon atoms, R6 and R7 which
may be the same or different from each other, each represent
a member selected from the group consisting of the saturated
and the unsaturated alkyl residues having from 1 to 20
carbon atoms, the unsubstituted phenyl group, phenyl

substituted by Cl_B—alkyl, Cl_3-alkoxy, halogen or
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2.  0-Acyl-alkanediol-phospholipids as claimed in claim 1

c

P 0121088

trifluoromethyl,and the aralkyl residues, 1 and m which

.may be the same or different from each other,'represeht 0

-or 1 except that 1 and m may not both be cero, and m

represents a whole number from 2 to 4,

r'd

I
wherein R2 is a member seleoted from the group consisting

of hydrogen, the straight chaln alkyl residues hav1ng from
l to 4 carbon atoms, the stralght c¢hain alkoxy residues

having from 1 to 4 carbon atoms and the group —NR6R7 R3,

R4 and R5 each are a methyl group,. R6 angd R s 1f an aralkyl

group, is the benzyl group, and n is 2.

3. O~Carbamoyl-a1kanedio1~phospholipids as claimed in
claim 1, wherein Rl is a member selected from the group

consisting of the saturated straight chain and the saturated

branched chain alkyl residues having from 10 to 20 carbon

atoms, R2 is -NR6R7, R3, R4 and R5 each are a methyi group,

R® ana ®’ which may be the same or different from each other

represent a member selected from the group'consisting of

I

hydrogen, the saturated and the unsaturated alkyl residues

hav1ng from 1 to 20 carbon atoms, the unsaturated phenyl

group and phenyl substltuted by Cl -3 alkyl,‘ ln3~alkoxy,

halogen or trifluoromethyl and the benzyl residue , 1 is
cero and m is 1.

4, O—Carbamoyl~alPaned10l-phosphollplds as claimed in
claim. 1, wherein R? is NR6R7,'R3, r? and ‘R® each are a
methyl group, R6 and R7 which may be the same or different
from each other, are members selected from the group
consisting of hydrogen, the saturated and the unsaturated
alkyl residues having from 1 to 20 carbon atoms, the

unsubstituted phenyl group, phenyl substituted by‘Cl_3-alky1,

bt sttt st € 1 s



05

10

- 3 - - )
0121088
Cl_3-a1koxy, halogen or trifluoromethyl, and the benzyl

residue, and 1 and m both are 1.

5. OQCarbamoyl-alkanediol~phospholipids as claimed in
claim 1, wherein Rl_is a member selected from the group
consisting of the saturated straight chain and the

. saturated branched chain alkyl residues having from 10 to

20 carbon atoms, R2 is -NR6R7, R3, R4 and Rs each are a

methyl group, R6 and R7

which may be the same or different
from each other, are a member seleéted from the group
consisting of hydrogen, the saturated and the unsaturated
alkyl residues having from 1 to 20 carbon atoms, the
unsubstituted phenyl group, phenyl substituted by Cl_3~alky1,
Cl_3~alkoxy, halogen or trifluoromethyl, and the benzyl
residue, 1 is 1 and m is cero.

i5 6. Process for the preparation of compounds of the

formula 1 with R7 = H according to claims 1-5, character-

jzed in that lyso-compounds of the general formula II

(CH,),-0H
l
~-CH I1

! e @
(CHz)m-O—POZ-O-(CHZ)n-NR

rl

3R4R5

in which Rl, R3, R4, R5, 1, m and n have the meanings given

20 in formula 1, are reacted with an isocyanate of the

formula II1

6

R"-N=C=0 IT1

in which R®

aprotic organic solvent with optional addition of a Lewis

has the meaning given in formula I, in an

25 base as a catalyst. .

7. Process for the préparation of compounds of the
formula I according to claims 1-5, characterized in that
lyso-cdﬁpounds of the formula II are reacted with the
corrresponding carbamic acid chlorides of the formula 1V
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C1-CO-N ' : L)

6 7

and R° have the meanings given in formula I, in
an inert organic so]vent, with optional add1t1on of an
“acid acceptor. o -

8. Process for the preparation of compounds of the
formula I with R6 = R7 = H accord1ng to claims 1-5,
characterized in that compounds of the formula I with R6 =
" benzyl and R7 = H are hydrogenated in an’inert organic
solvent in the presence of a conventional hydrogenat1on |

catalyst.

9. 0—A1kanoy]-a]kandio]-phospho]ipids‘df the general
formula I, in which R1 signifies a saturated straight or
branched chain alkyl residue with 10 to 20 carbon atoms,'R2
signifies hydrogen or a. straight or branched cha1n a]ky1 
res1due with 1-4 carbon atoms,1 = 0 and'm = 1.

10. O0-Alkanoyl-alkandiol- phospho]1p1ds of the general
formula I, in which R1 51gn1f1es a saturated stralght or
branched chain alkyl residue with 10 to 20 carbon atoms, R2
signifies hydrogen or a straight or branched cha1n a]ky]
residue with 1-4 carbon atoms, and 1 = = 1, '

11. 0-A1kanoy]-a]kandio]-phosphoTipids’of the généra1
formula I, in which R1 signifies a saturated stra1ght or
branched chain alkyl residue with 10 to 20 carbon atoms, R2
s1gn1f1es hydrogen or a straight or branched cha1n atkyl
residue with 1-4 carbon atoms, 1 =1 and n = 0.

LA
.o
N

12. O-Alkoxycarbonyl-a]kandio]—phospho]ipids ofvthe
general_formula 1 in which Rl signifies a saturated
straight or branched chain alkyl residue with 10 to 20 carbon
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atoms, R2 signifies a straight or branched chain alkoxy
residue with 1 to 4 carbon atoms and 1 = 0,

m=lorl=m=1lorl=1,m=0,

13. Process for the preparation of compounds of the

formula I according to claims 9-12, characterized in that

“iyso-compounds of the general formula 11 are reacted with

the corresponding alkanoic acid halides, alkanoic acid
anhydrides or chloroformic acid esters of the formula V

X-C0-R? | v

in which X is any halogen, preferably chlorine, or the

2 is hydrogen or a straight or

I, in an inert organic solvent, with optional addition of
an acid acceptor.

14. Process for the preparation of compounds of the
formula I according to claims 1-5, 9-12, characterized in
that alcohols of the formula VI
(CH,),-0-CO-RZ
' 2’1

!

rl-cH VI

|
. (CHZ)m'OH
in which RY, R
are phosphorylated with a dichlorophosphoric acid @-
haloalkyl ester of the formula VII
0 _

c1 4

\\P-O-(CHé)n—Hal VII

\Cl,/

2, 1, m have the meanings given in fdrmu]a I,
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in which n has the meaning given in formu]a I and Hal is a
chlorine or bromine atom, in an inert organic solvent, with
optional use of an auxiliary base, and further reacted with
an amine of the formula VIII

3
R .
o
N—/R VIII
RO o
in which R3 R4, R5 have the meanings given in formula I,

in an inert organ1c solvent, optwona]]y under pressure

15. Proces; for the preparation of compounds of the
formula I according to claims 1-5, 9-12, characterized in
that compounds of the formula VI are phosphory]ated with
phosphorus oxytrichloride and subsequently reacted with an
alkandiol of the formula IX |

HO-(CHZ)n-OH IX

in which n has the meaning given in formula I, with
optional use of auxiliary bases and inert solvents, to
yield the cyclic phosphorus compounds of the formula X

2
(CH,),-0-C0-R
l

1
R™-CH 0 X
| . 0
(cnz)m-o-g’// \\\Fcnz)n
\0/
in which R1 R2, 1, my, n have the meanings given in formula

I, and the compounds X are then reacted with an amine of
the formula VIII in an organ1c solvent opt10na11y under
pressure.

-~

R U
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16. Process for the preparation of compounds of the
formula X, charaterized in that compounds of the formula VI
are reacted with a cyclic phosphorus compound of the
formula XI '
' 0
Ao~
C1-P (CHZ)n XI
‘\\0,,/'

in which n has the meaning given in formula I, in an inert
organic solvent with addition of an auxiliary base.

17. Pharmaceutical preparations, characterized in that
they contain a compound of the general formula I according
to claims 1-5, 9-12 as active ingredient in admixture with
conventional pharmaceutical adjuvants and carriers.
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