EP 0,227 994 Bl Description 1. Field of the Invention 5 Thi s invention'

relates to an am de derivative and an external nedi cament conprising such *
deriggati ve and, nore partficul'arl ygpigpe9engpial nedi canent capabl e of
enhlfanci ng the noisture retainability of keratin |ayers thereby inproving
chappb%% Iiothe skin. 2. Description of the Prior Art It has hitherto been
kno Water content in keratin | ayers is an inportant factor for
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md st ure retaining substances having high affinity with water have been
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wherein Rl represents a |inear or branched, saturated or unsaturated

hyﬁ/ocar bon group having 10 to 26 carbon atons, and R2 represents a linear !

or breishedg of Sl iHtelt®d Or unsaturated hydrocarbon group having 9 to 25

carbon atons, exhibits an effect of fundanentally inproving the water '
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represent ed by the formula (1) as described above and an ext ernal

medi cament conprising the am ﬁ%dig vative (1). ‘This invention further

provi des an external nedicane n‘é@. sing the am de derivative (1) and a
face active agent. 55 Detailed IDescri ption of the Invention and

Preferred Enbodi ments The @ni de d€ BHv@tHve represented by the forrmula (I)

to be used in this |nvent|ﬂn can Qe prepared according to known met hods }

(di scl osed, for msta;ge b é\i ﬁphaournal of Chem st y 52, (1978) 1059
aftl ibid. 52, (1978) 83.“Ja tent Application Laid-Open Nos.

117421/ 1979, 144308/ 1979 and 14¥937/1979). That is, it can be prepared by

acyl ating a conpound (I1) obtqp dﬁfﬂgm H ycidyl ether and ethanol am ne
and then selectively hydroly2|ng ster groups therein according to the
' rd&c/twrmreuscherre shown bel ow. 65 2
R! represents a linear or branched, saturated or unsaturated hydrocarbon group having 10 to 26 carbon
atoms, and
R2 represents a linear or branched, saturated or unsaturated hydrocarbon group having 9 to 25 carbon atoms,
_exhibits an effect of fundamentally improving the water retainability of keratin layers and that this effect can
50 further be improved by the combined use of a surface active agent with the amide derivative.
That is, this invention provides an amide derivative represented by the formula (l) as described above and an
external medicament comprising the amide derivative {i}. This invention further provides an external
" medicament comprising the amide derivative {I) and a surface active agent.

Detailed Description of the Invention and Preferred Embodiments

The amide derivative represented by the formula (i) to be used in this invention can be prepared according

60 1o known methods {disclosed, for instance, in "Polish Journal of Chemistry” 52, (1978) 1059 and ibid. 52, {1978)

; 1283: Japanese Patent Application Laid-Open Nos. 117421/1979, 144308/1879 and 147937/1979) That is, it can be

. prepared by acylating a compound (I} obtained from glycidyl ether and ethanol amine and then selectively
hydrolyzing the ester groups therein according to the reaction scheme shown below:
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SEP 0 227 994 Bl [err] wherein 30 [err] and [err] have the sanme meani ngs
“'as described above. The am de derivative represented by the formula (1) can
“al sexbe prepared by reacting the JoRP@ARAI4BA) obtai ned above directly with
~a fatNy acid nethyl ester wi thout isolation. The anount of the amide
“derivative (I) to be incorporated into the external nedi canent according to
~this invention h arti gyl Qr, | 440N tAid¢d S used in an anount
from0.001 to 50%@;(89 igh&*fﬁ&g??ﬁ;\ﬁt‘@%g S I%’epresent ed by %9,
ipreferably, fromO.1 i‘f 20 %in the cage of usual ﬁfﬂﬁﬁi on type external
medi canent -and, fronf 80, 50 %'a_n'd'_pr'?ferably, f 0 25 %in the case
of 0|Iy external medilca t based on liquid rochrbon such as squal ene.
'As the surface acti v€HRgent, any of nonionic él“ Hactive agents, anionic
ace active agent and anphoteric surface actfve agents may be used. O
th se, nonionic surface active agents are pref @ Bg@CH{@OH Nonionic surface
‘active agent can include, for instance, pol yoxyethyl ene al kyl ether,
- pol yoxyet hyl ene al kyl phenyl ether, pol yoxyet hyl en(mj atty acid ester,
,sorbitan fatty acid ester, polyoxyethylene sorbitan fatty acid ester, fatty

- acl?d nonogl yceri cheryl et nong them preferred are those

gl yceryl ethers gggg‘égt ed by thﬁ?l@w ng generg,ta@gula (1V): [err] 50

wherein R represents an al kyl oup é acar boh at Orms nd,

particularly preferred are thos conp L’I-ﬁgse(ﬁ fornula (ﬁ@) in which R

i s?%0r epresent ed by yirieaifn@ | ovm,ng If or nulta (V): [err]wg\t@f.el n 60 p represents

-an integer from4'to 10, ¢ Iﬁep'reselﬂt‘sc 2integer from5 to 11, p + q -11to

17 and having a distribution peak ht p = 7 and -m&thamel i ncor por ati on

anpunt of the surface active agentCHs,ﬁ:d-biQCEOJR 0 20 % preferably from
0.%"t0 5 % based on the total conposition. The external nedicanents of this

invention are generally classified ingp a pharmaceutdcal external 65

medi canent ‘and a cosnetic conposition, according to their use. 3 EP O

227 9Q4eidh As a pharnmaceutical external nedicanment, for exanple, various

ki ggds m’raaanirmamhsssfﬁa&‘asﬁ‘ugeesa&da.u‘eulae&vecormonents can be listed. The

0i Nt Mertthe Aydederibative depdeseated Ibe theoformuld Yi) Eamsald Begprapsedby aiattingthe\adrapound (II)
wat er obwinedsphove dirgctly M!ha taytpec-émtwl estpewithout isplatian, | y basi ¢ agents can

g'sf%éf”f&m e '%i;f:é.y%fxﬁ%”ﬁ"&giﬁ"? Bl gk 35?"*3?‘"’*,,,{3‘%6

1 toCUDn%‘Q IDreteraBiy) G $ to 8% lifd QﬂéeSJfloﬂy &G&H&l%edlchﬁ @nJiquid
steri hydrmf@oalsdcmhssqmeee.tl ng agents, astringent, skin
As the surface active agent, any of nonionic surface active agents, anionic surface active agent and
amphoteric surface active agents may be used. Of these, nonionic surface active agents are preferred.

40 Nonionic surface active agent can include, for instance, polyoxyethylene alkyl ether, polyoxyethylene
alkylphenyl ether, polyoxyethylene fatty acid ester, sorbitan fatty acid ester, polyoxyethylene sorbitan: fatty
acid ester, fatty acid monoglyceride and glyceryl ether. Among them, preferred are those glyceryl ethers
represented by the following general formula {IV):

\/ ) n-ocg,-cl:n-cuzon (v)
OH

50 wherein .
R represents an alkyl group of 8 to 24 carbon atoms and, particularly preferred are those compounds of the
formula (IV) in which R is represented by the following formula (V):

CHj3-{CHy),-CH-(CHy)- g V)
5
CH3
wherein
60 - prepresents an integer from4to 10,

i q represents an integer from 5to 11, p + q = 11 to 17 and having a distribution peak atp = 7and q = 8.

i The incorporation amount of the surface active agent is from 0.01 to 20 %, preferably from 0.1 to 5 % based
: on the total composition.

7. The external medicaments of this invention are generally ciassified into a pharmaceutical external
- 65 medicament and a cosmetic composition, according to their use.
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sof tening agents, hornon preparations and the |ike can be incorporated as
required with no particular restrictions. In the application use as a

cosipdti c conposition, those general |y enpl oyed as cosnetic ingredients such i

as oMWy conponents, noisture retai gpgeBedaigs UV-ray absorbers, alcohols,
chel ati ng agents pH adj usti ng agents, 10 ' ant [ sept ics, thi ckners

col orants and be rf nles ca t| onaI e d( bl ended in. add t
ari ceutlc e, vanous in men a
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re-co ntigkipgredients. 4 nenbranes bet ween keratin cells, so that t he kerat| n
| ayers Tnfn io Pscwl%reg' ea‘:tfs':T d m li:ﬁ)}::ésf {l utd%ﬂéﬁ%tt ntsIc o fa %'WP‘? mé)# stlc
to thleua.cm?' t S bR 5 RaoHRL N rﬁii g

pr aper t Kithdugh Giat caﬁﬂwedekrem abi ﬂiat ddtamﬁ [ \thé) @pérasib npihedlﬁﬁl rhilgf ate aﬁ.txs Jewanve
chappi megresdnted ey thk general Fargula (i) @rthe exnernaliInedivemen @caxdingiorttig inverftion.rit iagresamed
exanpl ©at thggiegz%mreecogstg}m ligid imembranes between keratin cells, so that the keratin layers exhibit

N-(2- hy?fnr tﬂ::ge ¥%§ﬁ%8¥£ M t vX oRXch?th lhlgea)r(naféieegenv we hgvm above
[ e2p] bty o e Bt G?S' S‘M'Eb R ((i'? ¢
N-(2- ydn.emyenaomma.decb;le@lawdow rihg & dxampl am ne
four-necked flask equipped with a stirrer, a dropp| ng funneI a ther nonet er
d/a reflux condenser, 61.1 g (1.0 nol) of et hanol am ne was stirred under
he ing at 60 - [err] and 24.3 g (0.082 nmol) of 35 hexadecyl g yci dyl
er pampigified dropwi se for 45 minutes. After the addition was conpleted,
the reaction mxture was stirred for additional 2 hours under . the sane
condi t Syott@sis fob Ni{2wedtotyy3-lexaqsoyietypopy pN-2thydwayst iy thestdacanarhisderi(la[RY rvel €4gHas, R2 =
re uce‘éis’}!m@st%%ﬁ"é“‘(‘ai@l- 81C/ 20 Torr). The residue was purified over silica
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br. s) in 2.260 mi Zoﬁ-néékbh 133k equipped withOa Gtletdr], a lopping )fmnel, ACthefmonieter and a reflux
N- 2 hesndehseraiol ¢ mgl htaetadtetayrlur@ fr:;g»sd gndh}- lbatiex @k c J0FCy brak3act dhipl0BemallietC a
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(I ) WEI' maﬁ sg ¥ gna ess! re Hgﬁ’e‘gﬁ 1158 3'5 ﬂmé‘u el flash
hy 18 loPthe 26 cgﬁhon r( II
hexadeca-lmwnacbbgfl de were added dropw se or 0 m nut es and af ter the
addit i onswas, t);omJ(zelﬂebds) 1246 2844 )BT -39tk ®) was stirred at room
tenperature for 0 The reaction m xture was washed with water to
: em)ve1(" e ohy A ORIV - R BV - AFSe TR PR B goagp e
45,1 g'of" a crude product of the conpound (Illa). 50 [err] 0.86 (12H,
t) 45 1. 2%65.4 ¢ (042 nl). of She cotpdund (B4) dbtdihed!Th (i) Werd dissAlvéa i 200 mNf, chibrdlorm #hd3002H,
rr) A 5. (0126 molp of dyridme erg adde Bydet veter soaling.tE qcoﬂzﬁemq!bqfdwmcédoal)th@ae were
9
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'angareac; fure was re ours. eactlon WwWas
osenzn t) 125(106!-! br. s), 2.2 - 2.4 (8H, m), 3.3 - 3.6 (8H, m), 40 -4.3(2H, m), 5.1 - 5.2 (1H, m)

has:pm? of the skm

{iii) Synthesis of the title compound (la):

55 5.8 g {0.084 ml) of potassium carbonate was added to the suspension of 45.1 g of the crude (Hla) in 450 g of
solvent mixture as water/methanol= 1/1 and reaction mixture was refluxed for 3 hours. After reaction was
completed, chloroform-soluble matters were extracted from the reaction mixture and purified over silica gel
flash column chromatography to give 15.0 g of the title compound (la) as colorless powder (yield 60 %, based

, on (lla)). The compound (la) exhibited satisfactory physical and analytical data.

60 mp.: 74.9-75.3°C

IR vKBr {Cm-1}:

3320br, 2924, 2852, 1616, 1468, 1442, 1378, 1112, 1062, 722

1-NMR 5CDClj3:

0.86 (6H, t), 1.0- 1.6 (54H, m), 2.2 - 2.5 (2K, m), 3.1 - 4.1 (13H, m)
65 Elementary analysis:




Fonpl eted, chloroformsoluble matters were extracted fromthe reaction

fi xture and purified over silica gel flash colum chromatography to give
15, .0, g of the title conpound™(la) EPQGARIAMEIs powder (yield 60 % based on
gl I8y )~ The conpound (la) exhibited satisfactory physical and anal yti cal
at a. 6Oalculatedd(o6): 717481, H j2ear i 2BR VKBr [err] 3320br, 2924,2852, 1616, 1468,
442, 13'7®nd1°m)12 10624122'217[&14]228) 86 (6H, t), 1.0 - 1.6 (54H, m, 2.2 - 2.5
€2 3.1 - 4.1 (13H, nm 65 - El emrentary anal ysis: 4 EP 0 227 994
1 gal cul at ed (%9: C 74.31, H 12.64, N 2.34 Found (9: C 74.12, H 12.70,
N 27 23%faniphe2 € 2 Synthesis of

N- ( 2- hydr oxy- 3- hexadecyl oxypropyl ) - N-2 hydr oxyet hyl hexadecanam de (1| a)

er r] FE‘ thepis joh Nt (BrbydroxyrirexadetyldxyproyIDNi2rhydroByeittivihexadecamamide dleb (' f + dsdtisa. R? =

qU| p d"w\A“t"PFfa"%‘t'ﬂ‘)ﬂer a droppi ng funnel a ther noneter, a ref | ux

flens WO Gk obl sk Ql &l Béhadhtr 9
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or t hiftes tlhcnglﬂs'on Whs eqmpﬂthed adadeamgmmwase wanntirred eatier tha eamesepnditions fm additipesl 3 s

t i*f r i E"Hé ethangl apd yrrepgtesh ma"a'tfd\rm ?veScﬂ uu ({? bt f) s
) orr.
hi'ég“?’ R S s AT U R
0”) cgtrfe ewW m&@ﬁﬁbwﬁu n€hb n&&rtﬁes’% ndiffbn 1givecHDl
d, ﬁlww bmde piod{i@I Thi /pﬂﬁuai(wals recfy3tallid&d chab ErbinMBxans @ad fBllgviggtwek frapt éthm‘ol
120\ Iﬂqma&mwfabﬁwewemeowdﬂebbsc#pbmpemlem(vuadGid’(g)s After the addition was
orrpl et "% rred for additional one hour under
he sa ‘fa %2 &ﬁi#@ a&%lgﬁsp E’ g,k) QJW ude product. The product
S recm,s, Ak |a;§gg,sonce exane an ng twi ce from et hanol 20 to
i\ug 64Balguigtbd Pbie € r431eH evespnand (1 a) as col orless powder (yield 81 % np.
4 - [ eFeund(R):( cm G J4.12382070( W2R3 2924, 2852, 1616, 1468, 1112, 1062
err]-NVR 0.86 (6H, t), 1.0 - 1.6 (54H, m, 2.2 - 2.5 (2H, n), 3.2 - 4.1
13H m Elementary analysis: Calculated (%9: C 74.31, H 12.64, N 2.34
d ééimples C 74.12, H 12.70, N 2.23 30 Exanple 3 Synthesis of
2- hydroxy 3-decyl oxypropyl) N- 2- hydr oxyet hyl decanam de (I b) [err] in
he f OBywthesis 6112 hy@Foxy-3-debwoxypropwd)-N-Binpdronvethaidecaotnoine Ba)dRTre Weikin. 81 b)Coldm in the
bt ai rfetYn{:he same procedure as in Exanple 2 by using decyl glycidyl

t ggr a?lge mtgl)‘\lpo-g%ca%r&gﬁhgss Whgérqlb”vas/gbtan% m%@e Jaﬁ'lrerJrocedure as in Example 2 by using
decyl glycidyl ether and methyl decanoate (yield 71 %)} .
mp.: 46 - 49°C
IR (cm-1): 3316 (br.), 2920, 2860, 1620, 1470, 1107, 1085
TH-NMR: 0.86 (6H, t), 1.0 - 1.6 (30H, m), 2.2 - 2.5 (2H, m}), 3.1 - 4.1 (13H, m)

.mﬁl—kﬂ

40 Elementary analysis:
Calculated (%): C 69.88, H 11.96, N 3.26
Found (90): C70.25 H 1195 N 3.16
./—
\_~’ Exampled

Synthesis of N-(2-hydroxy-3-decyloxypropyl)-N-2-hydroxyethyldocosanamide (Ic) [R! = CygHay, R2 = Ca1Hyzin
: the formula (1)}:
50 _
The title compound as colorless powder {Ic) was obtained in the same procedure as in Example 2 by using
decyl glycidyl ether and methy! docosanoate (yield 80 %).
mp.. 65 - 68°C
IR {cm-1): 3310 (br.), 2920, 2854, 1617
{ 55 TH-NMR: 0.87 (6H, t}, 1.1 - 1.7 (64H, m), 2.1 - 2.6 (2H, m), 3.2 - 4.2( 13H, m)
: " Etementary analysis:

: Calculated {%): C74.31, H12.64, N 2.34
i Found (90): C74.33, H12.65, N 2.35

60
Example 5
,f " Synthesis of N-(2-hydroxy-3-octadecyloxypropyl)-N-2-hydroxyethyldecanamide (1d) [R? = CygHaz, R2 = CgHyg |

{65 inthe formula (1)]: '




[err]: 3316 (br.), 2920, 2860. 1620, 1470, 1107, 1085 [err] 0.86 (6H, t),

1.0 - 1.6 (30H m, 2.2 - 2.5 (2H, m, 3.1 - 4.1 (13H, m 40 El ementary §&
anal¥sis: Calculated (%: T 69. 88,E%§7§&Bq\l 3.26 Found (% : C 70. 25, H
11. %/N 3.16 Exarrpl e 4 Synthesis :

anapi d
' e Eﬁnf ok ﬁﬁfﬁﬁﬁ’w{"ﬁmﬁ%ﬁ%@ox S R VBRGUBARIL PPl s

obt ai nesp.isa-61e sane procedure as |l e 2 by using decyl glycidyl
et her dht#mr’étiﬂ (br)o2926; a854 0647, (470.ahad, 962 %9 . np: 65-[err] IR [err]: 3310

(b é“i‘(*f‘ 058 (O, t). 11 2.7446H, m). P21 25 (2H\VR). 32-8T7(18BHY) t), 1.1 - 1.7 (54H m),
2. 1 - ZE{(% é's7§ 2112 3H, m) Elenentary analysis: Calculated (%:
C 74 Skouda( 5 5:4 %)wryé(% C 74.33. H 12.65, N 2.35 Exanple 5
syn hesr s of N—(2 hydr oxy- 3- oct adecyl oxypr opyl ) - N- 2- hydr oxyet hyi decanani de y
ld) [err] 65 in the formula (1)]: The title conpound as
Ior ess mder (1d) was obtained in the sane procedure as in Exanple 2 by._
u5| ng ocT%gecyl gl ycidyl ether and nethyl decanoate (yield 78 %9. np.: 59 -

578 | Chfrabrihe G G oY Ry i it £ Cn 78 sy 4 |

(13H, r_% tEtllement ann%/ anz%I Si s: 9"C(z'iﬁlﬂ\lcul aiped domdiin CP73 14, HEh12 iGml\'l §b58

F d itie co co p% V@S amg me @r BSIPNEX ple Y usmg

(3 eralecy ot o '9?‘%39}5?‘8691‘ 9ur%zzaww'me&=nmg?o@' AR il P8

[ eor] (cnﬁ;mﬁﬁbfl)mﬁmgﬁqaﬂw@ 411b]1osoThe title conpound as colorl ess paste

(I e) WAK-NMR: G.BTeH, 1),n.1t e (450)¥R), N8 OZE@H/ M), 23- 2520 XANDA £4. 20150 nq%m si(g, hgdecyl
ycid !en@mqerrandmls nmet h§ oI eate and purifying over silica gel

chrorra o : 35 [err

23\2/0 ?gc/rr)f)llgﬁgllg $§ 2926, [285]4, 1626, 1470, 1110, 1080 [err] O0.87 2
(6H, t), 1.1- 7 (46H, ,18-22(4H m, 2.2 - 2.5 (2H m, 3.3 - .
4.2 (13H, m, 52- 5.5 (2H, m Elenentary analysis: Calculated (%: C
74. 57Exapple? 35 N 2. 35

30 Synthesis of N-(2-hydroxy-3- methylbranched octadecyloxypropyl)-N-2-hydroxyethyl- methylbranched octade-
canamide (If) [in the formula (i),

R! = CH3(CHy)CH{CHy),CH,- (m+n = 14),
|
35 CH;

R2 = CH3(CH2)m(|:H(CHz)n- (m+n = 14)]:

CHj ' p
40 : '
The title compound as colorless liquid {If} was obtained in the same procedure as in Example 6 by using
methyl branched octadecyl glycidyl ether and methyl-branched methy! octadecanoate (yield 84 %).
:17-30°C
IR (cm 1): 3400 (br.), 2926, 2854, 1626, 1470, 1122
w; TH-NHR: 0.86 (12H, t) 1.0 - 1.7 (56H, m) 2.2- 2.5 (2H, m) 3.2-4.2(13H, m)
~  Elementary analysis:
Calculated C7528, H12.79, N 2.14
Found C75.22, H12.71,N 2,19

By using a mixture of vaselme/compounds (Ia f) = 3/I (weight ratio) (product 1 according to this invention)
55  and vaseline, skin conductance and chapping in the skin were evaluated by the following methods. The results
are shown in Table 1.

{Test Method)
Different external medicaments were applied for two weeks on right and left cheeks of each of 10 female
60 test panelers of 20 - 50 years old suffering from skin chapping in their cheeks in winter season. The test was
conducted for the following items on the next day after completing the application for the two weeks.

(1) Skm conductance

65 After washing panelers’ faces with warm water at 37°C and keeping them quiet for 20 minutes in a room at a




. (99 : C 74.69, H1234 N 2.32
2 25 Exarrpl e 7 3 30 Synthesis of NepdyPrdysagsr 3- et hyl branched
oct’ cyI oxypropyl) - N 2- hydr oxyet hyl - met hyl branched oct ade- canam de (If)

\[Nlag obt ag:ﬁ d:Sz cggg’c Ln%rJ llum‘c1 it &Fﬁ?&%&lﬁﬁaﬁor&%%ftdingé Ceﬁaltlgrlal ersssw | I UI d ? %E;d,
octiadecyhe @Hlmedyﬁanﬁiﬁw&ataﬁ atkdbli)Sevedé SHCEHAPDING: (ORYhe QRSrAG ﬁﬁ&'ﬁ%oﬁd \&

% . high‘prtha@muq gmp:]antiagﬂ@ahémngwasze@emze’zﬁm 1626, 1470,1122 4

[enr] N 1.0 - 1.7 (56H mM 2.2 - 2.5 (2H m, 3.2 -4.2
(13H, Iﬁ@&?&ﬂﬁ"’i{ k%ﬂ?éf?gym s: Cal cul at ed C 75.28, H 12.79, N 2.14 Found
C 75.22, bkid ehapping Was observad b le

vasel i nefmmaﬁ:ﬂglué |+astandadd dgﬁg{f?i\ ??A%"g%‘%dé?%?? :)h@ fmﬁﬁ)ﬁlﬁ?ﬁ%ﬂ JB%“%F "o '?dwated
this¢ nvent i on and vasel i ne, skin conductance and chapping in the
skin were® I %’&"b?’f’ﬁép'f'fbl | owi ng net hods. The results are shown in
Table 1. (Je sl, Lh&legnt external nedicanents were applied for two
weeks on ripghten dfg eks of each of 10 female 60 test panelers of 20
- bOrgearssol ciomu\illﬁasem@dhémngskfcdgnﬁhﬁppl ng in their cheeks in wnter
sepson. Thé t estere\chappiogtbaedn@ddf or the fol lowing itens on the next day

af ter co'r‘r‘ﬁl e'tl ng the appl ication for the two weeks. (1) Skin conductance 65
Af § wasni'ng panel ers' faces with warmwater at 37C and keeping them qui et
fo 20) mnutes in a §@wesndbictancd Chadping®cére’ 994 Bl tenperature of [err] and
a humdity of 40 %the water content in the keratin | ayers was neasured by
a ki n cdnentiveance net e?0 £ AAnuf act u:omoay I BS Co.). Lower conductance val ue
rre ns thé"%‘%’&'e’ré}‘ skin hagzl ng an E val ue I ess than 5 indicates

p&b gably seve g)skl n {gmapPi ng. 3tfh ot her hand, if the conductance

e is higher (ghan 208 .{lQ4SUbStarit2I.a 3sk| n chapp| ng was recogni zed. (2)
Score for skin glepppi neeéSkan chappiosg: e@s observed by naked eyes and judged
by: the fol | dwi ndfficriter?Ban36The scd®et 0as i ndi cated by an average val ue
stang{p d Yre6ingt i on. Scoret $8dgement28HPIchapping 0 no chappi ng recogni zed
1 I ght chappi ng recogni zed

35 By using the compounds (la - f) of this invention obtained in Example 1, the external medicaments (emulsnon
cosmetic compositions) having the formations shown in Table 2 were prepared and their effect for improving
the skin chapping was evaluated by the same method as in Example 8. The results are shown in Table 3.

Table 2 {wt.-%)
40
Emulsion Cosmetic Composition
inventive Comparative
: Product Product
P Composition 2 3 4 2 3 4
. 45
\_J Glyceryt ether [R in the formula (IV) .20 - - 20 - -
represented by the formula {V)] -
i Alginine monocetyl phosphate - 20 - - 2.0 -
Polyoxyethylene (20) sorbitan stearate - - 1.0 - - 1.0
} 50 Sorbitan monostearate ' - - 1.0 - - 10
2-octyldodecylmyristate 100 100 100 100 100 100
Vaseline . 30 30 30 30 30 30
Squalane 560 50 50 50 5.0 5.0
Acetic acid tocophenol ' 05 05 05 05 0.5 05
55 Compound of the Inventlon (la-f) 10 10 10 - - -
. Water balance — - - - -
Table 3
60 Score for Skin Chapping
2 3 4
, inventive 02+02 04:+03 08+03
i Product {la)
65 " {tb) 05+03 07+05 12+05

7




Rl T e s

B e LT RS T,

2 chappi ng recogni zed 15 3 somewhat severe chappi ng recogni zed 4 1

severe chappi ng recogni zed Table 1 20 Ski n Conduct ance
Chappi ng .Score I nventive 20 + 4.0 1.0 + 0.2 Product 1 (la)
(1b) 3 1.2 1.3 +0.6 (1c) EP0222994 B15 1.1 0.3 (1d)
18 + 2.4 1.2 0.3 (le) 26 4.0 0.8 +0.2 (If) 23
+3. 6 " 0.9 [efle)] 002 :+Vaselvbe 03 o08:04 6 0.9 2.8 0.7 30

Exanple 9 35 By {#i ng08ize0.zonpbunais (b8 +-04) of this invention obtained
in Exanpl e .l the ex%¥rnaf! Lca #t &2 (e®Bks0dbn cosnetic conpositions)

havi ng the Eqrduakions showi ¢h THpEeD2 wifé dtepared and their effect for

+ U

i nprovi ng tMedueki N chappi ng was €val uat ed 5y' he sanme nethod as in Exanple
8. The results are shown in Table 3. Table 2

(wt.-% 40 ENptekTemsubisgtpeti c Conposition | nventive Conpar ati ve Product
Product ,£onposi tion _ 2 3 4 2

3 4 45 A yceryl ether [Rin the formula (I1V) 2.0 - -

2.0 - Claims fopé E6tAkaT) Stited:twr, HETFRLUER 1 W) LAl gi ni ne nonocet yl

phosphat e ] o - 2.0 - - 2.0 - Pol yoxyet hyl ene
(20) sogér)i t ah Apamigedegivative represented by the gdnefpl formula {l): - 1.0 50 Sor bi t an
nonost edr at e 1.0 - 1.0
2-octyl dodecyl nyri state B,lo CH, 10.0 10.0 10.0 10.0 10.0

10. 0 Vaseline - 3.0 3.0 3.0 3.0 3.0

3..8 Squal ane : 5.0 5.0 5.0 5.0 5.0
54 Acefd ¢ acid tocophenol O~ CHOH 0.5 0.5 0.5 0.5 0.5
%5 55  Conpound of the Inverfion (1a - f) 1.0 (3.0 1.0 -

o/ -\t er i RR-C-N-CH bal ance Tabl e 3 60
Score for Skin Chapping 2 ;3 3 4 Inventive 0.2 + 0.2
0.4 0.% 0.8 + 0.3 Product (la) 65 " (Iby 0.5 0.3 0.7
0.5 1.2 0.5 CH,CH,0H _

wherein R! represents a linear or branched, saturated or unsaturated hydrocarbon group having 10 to 26

30 carbon atoms and R2 represents a linear or branched, saturated or unsaturated hydrocarbon group having 9 to
25 carbon atoms.

2. An external medicament comprising an amide derivative represented by the general formula (1):

1
» ROCH,
o8 CHOH
! !
3 ) (D
40 R'=C-N-CH,
_ S |
| CH,CH,0H
4+~  wherein R! represents a linear or branched, saturated or unsaturated hydrocarbon group having 10 to 26
carbon atoms and R2 represents a linear or branched, saturated or unsaturated hydrocarbon group having 9 to
25 carbon atoms. o
3. An external medicament comprising an amide derivative represented by the general formula (I):
&0 ]
R'OCH,
|
O CHOH
55
. il ! )
R=-C-N- C Hz_
|
60 ~ CH,CH,0H
/ wherein R! represents a linear or branched, saturated or unsaturated hydrocarbon group having 10 fo 26

carbon atoms and R represents a linear or branched, saturated or unsaturated hydrocarbon group having 9 to
65 25 carbon atoms, and a surface active agent.




94 Bl (Ic) 0.2 +0.2 0.5 0.3 0.

7' EP O 227 9 . 8 0.4 (ld 0.3 @

0.5 0.4 0.8+ 0.4 (le)y 0.1 0.1 0.3 0.2 0.5 (“","”m u"ﬂllt, ﬂIE 073
0.239.7 0.3 5 Conparative 2.1 +0.5 2.5 +I¥# . duct§
Not €)“en subjects 10 Cainms for t FPOEANMO4BN ng States: ‘cH OE FR* @B, 1

T, LI, NL 1. An am de derivative represented by the general forrmula (I):
[err] Wherein {[err]02 efdsetl s 03 | iagep0dor branched, saturated or
unsat ur at ed hy(e ocag'?)g -br%ﬂ?@vi §Q4t0 26 30 carbon atons and R2 i

represents a I( earspE Hra .S ed or unsaturated hydrocarbon grou
p &élf 0.Pk of 2

havs ngcdpagatidd car bpn. alsons 5 %.ojsAnz{%)dg:@nal medi cament conprising an am de
deri valrodust r epr esented by the general formula (1): 35 [err] 45 wherein |}
[err] represents a |inear or branched, saturated or unsaturated hydrocarbon
group hY °Hb°"fbb‘?‘i§s 26 carbon atonms and R2 represents a |inear or branched,
safgirated or unsaturated hydrocarbon group having 9 to 25 carbon atons. 3.
An external nmedicament conprising an am de derivative represented by the 10
gener #laimsrfonth@Cdnitracting Starés: CRADEFR) GBENT Ui, Nlepr esents a | i near or branched,
saturated or unsaturated hydrocarbon group having 10 to 26 carbon atons and
R ;;pre’séﬂt’g"d&dﬂ"f‘?@‘é’r’e&ﬁesﬁ? ediby thepeneratfoimutadl: or unsat urated hydrocar bon
group having 9 to 65 25 carhpn atons, and a surface active agent. 8 5
(1c) 0.2 +0.2 0.5 0.3R00OC[Hzr] OA (1d) 0.3 0.2 0.5 0.4 0.8 + |

0.4 (le) 0.1 +0.1 0.3 +0.2y 0.5 + 0.2 (If) 0.1 0.1 0.3 0.2
0.7 +0.35 Conmparativ é 5 2.5 [err] 0.5 2.6 +0.8 |
5 ‘Zgroduct Not e) Ten subj gts 10 I-iO?—I : 20
10 , M | )
25 ! 25
CH,CH,0H

wherein R! represents a linear or branched, saturated or unsaturated hydrocarbon group having 10 to 26

J0 carbon atoms and R? represents a linear or branched, saturated or unsaturated hydrocarbon group having 9 to 3
25 carbon atoms. '

2. An external medicament comprising an amide derivative represented by the general formula ():

- #0$H, .

| O CHOH

o B'-C—N-CH, w 4
CH,CH,OH

‘\/ wherein R? represents a linear or branched, saturated or unsaturated hydrocarbon group having 10 to 26 4

carbon atoms and R2 represents a linear or branched, saturated or unsaturated hydrocarbon group having 9 to
25 carbon atoms.

3. An exter_nal medicament comprising an amide derivative represented by the general formula (l):

R'OCH, ‘
-
. O CHOH
, | N
R“C“N"CH:_
1 . i
& - _ CH,CH,OH

wherein R! represents a linear or branched, saturated or unsaturated hydrocarbon group having 10 to 26
carbon atoms and R represents a linear or branched, saturated or unsaturated hydrocarbon group having 9 to
65 26 carbon atoms, and a surface active agent.




1 gains forthe Contracting States: CH DE, FR GB, IT, Lge
Merivative represented by the general fornula (r): J[er u ﬂﬁi&"
g,epLesents a linear or branched, hﬁ&g?@d unsat ura +group

havikg 10 to 26 30 carbon atons represents a linear or branched,

$at ur ted or. u r at hydrqcarbon group having 9 to 30 25 carbon atons.
2. Adﬁexsé?ﬁg aﬁ%@%ﬁ?ﬁ%ﬁf&§gﬁﬁrising an am de derivative represented by the

gener ai. Afgpsdabd far freparing 84 srhid¥/BEHVBMVR réésehtel BPIhE $6RYA faambia ppar or branched,

saturated or unsaturated hydrocarbon group having 10 to 26 4 carbon atons

ianfl R2 represents a linear or_p anched saturated or unsaturated

‘hydr ocar bon group having 9 t 29 € bon atons. 3. An external nedicanent

conpri sing an am de derivative represented by the general fornula (1):

‘[err] wherein [err] repreg@nts a ¢ E;or branched, saturated or

‘umsat urat ed hydrocarbon gr up hav g 10 to 26 carbon atons and R represents

.a linear or branched, . sat unsaturated hydr oc bon group having 9

to 65 25 carbon atong' &e active agent. 8 EP 0 227 994 Bl

Clains for the Contracting Stdtes AT, ES 1. A process for preparing an

apg de derivative represented EMH EﬁH% aI formula (1): [err] wherein

[err] represents a linear or raf Saturated or unsaturated hydrocarbon

group haV|ng 10 to 26 carbon atonB and !err re resents a |linear or

: br an&f{gﬁn {g s an lggieg?nl sza ‘a‘t Br or}ragté‘l{ | h?:? uraqg?or un atrrag?ﬁg rglb og%thé‘:;’ B PH%QS f:

[ err] ég,saé.&dq;,hmg PG gtaermmu&a».utahe I nter rredl ate corrpound of formul a

“11: [err] which is subsequently either acylated with R2-COCI to produce an

intermediate of formula I11: [err]1 E; th subsequent sel ective hydrolysis
g\fhe ester groups, or reacted a rethyl ester of the formula: [err]
Use of an am de derivative represeﬁﬁbdcpy the general formula (1): 60 65

9
CH 5
30 .
with ethano! amine to produce the intermediate compound of formula Ii:
1
R =-0~CH 2
35 {
(|:HOH {II)
HI;I-CH 2
o0 CH 2-CH 2-0H
which is subsequently either acylated with R2-COCI to produce an intermediate of formula 11l
“ R ~0-CH,
1
R -CO-N-CH 2

50 |

. - 1
CHZ--CL2 0-COR

55 with subsequent selective hydrolysis of the ester groups, or reacted with a 'methyl ester of the formula:

R1-CO-OCH;

2. Use of an amide derivative represented by the general formula (l):




.EP 0 227 994 B1 [err]

. . b
10 wherein ferel cepresents o ke gigirncreo, sacor ML

repfesents a linear or branched, saturated or unsaturated hydrocarbon group
having 9 to 25 carbon atons fg}gacqqari ng an external nedicanment.
15 3. Use of an ami de derivative iepfesented by the general fornmula (1):
[err]

hydrocarbon group havig8_ _%26 ig carbon atons an represents a _
| i near - or branched, satursaled or G &t urat ed hydrocarbon group having 9 to
- 26 carbon atons, and a surfacz?ﬁ:d' gflea\ ent for preparing an external _
médli cament. 40 Pat ent anspr Cch ' rtragsstaaten: CH, DE, FR, GB, IT,
Li, NL 1. Am dderivat der allgeneinen Fornel (I):

40 45 R1O C He

4 <, WhifeTnfRHrepngEs aQinearQ'rl%cﬁQf, _Qétu‘ate_‘a"br unsaturated hydrocarbon group having 10 to 26
565 | carbbh étohis @hti Borepiekenits inedriot b@nttRd) datfitRéEorQiiSituryted Bydtoogitbdn gtbdp hbvingHd 10
oder 2Bperbesi atemgjfoeprepdting anexternal stedicémentppe nit 10 bi s 26 Kohl enst of f at onen
st eht YiNge gfanpmidederivatiye reprgpentad by the geporaldprgiuia (gesi t ti gt e oder ungesittigtd

. 30
wh&rein [err] represents TEI i near?éﬁoo%nched, saturag&gzor unsat ur at ed k

Kohl en- wasserstoffgruppe mt 9 bis 25 Kohl enst of fatonen steht. 60 2.
Aggier | i ch anzuwendendes Medi kanent,  unfassend ein Am dderivat der

al i genei nen Fornel (1): 60 'B5OL6 Ha~i s. .,

11111111111 1HE112111 111 12111 ": 4 --'v--

EP0227994B1. a: 0 CH2 [ o

. A %~I O (;‘(ﬁ-—]bo—ik}1 6 1 2
1'F\’L/‘ . (I& R-CN CH2 *10

CH2C H20H wobei Rl f uly —sCne Nim&Ha. oder ver zwei gte, gesittigte oder

ungesattigte Kohl enwasserstoffgruppe mt 10 bis 26 Kohl enst of f at omen st eht

u R2 fOr sine lineare oder z bey gesittigte oder ungesattigte
l en- 15 wasserstoffgruppeé%gt"égqgi s 25 Kohl enst of f at onen st eht.

wherein R1 represents a linear or branched, saturated or unsaturated hydrocarbon group having 10 to 26
35 carbon atoms and R2 represents a linear or branched, saturated or unsaturated hydrocarbon group having 9 to
25 carbon atoms, and a surface active agent for preparing an external medicament.

40 Patentanspriiche fiir die Vertragsstaaten: CH, DE, FR, GB, IT, Li, NL

1. Amidderivat der aligemeinen Formel (I):

R'OCH,
. f .
. 0 CHOH
50 . | !

{

CH,CH,0H
55

wobei R! fiir eine lineare oder verzweigte, geséttigte oder ungesattigte Kohlenwasserstoffgruppe mit 10 bis 26
Kohlenstoffatomen steht und R2? filr eine lineare oder verzweigte, geséttigte oder ungeséttigte Kohlen-
- wasserstoffgruppe mit 9 bis 25 Kohlenstoffatomen steht.
80 2. AuBerlich anzuwendendes Medikament, umfassend ein Amidderivat der aligemeinen Formel (1):

5

10

15

25




| Aul erli ch anzuwendendes IVEdi kanment, unfassend ei N Ani d
%1 genei nen Fornel (1): 20 ﬂmg "J ﬁwllu”u,
- 0-.G: CF-, Il~ ~~~~~~~~— ] ____ () ~~~ a-C -

O Hwaobei Rl ffr e| ne |lineare OEJJOWr%eéigt gesittigte oder
fgesittigte Kohl enwasserstoffgrupge mt 10 bis 26 30 Kohl enst of f at onen

st eht und R2 fOr sine |ineare odeg CCzMei gte, gesattigte oder ungesittigte
dohl en- wasser st of f gr uppe mt 9 bis 23 Kéhl enstof fatomen steht, und ein

iberf | achenaktives Mttel. Paten#agsc@ﬂ‘lche fO die Vertragsstaaten:
\T5 ES 1. Verfahren zur Herste jlung e dderivgi g der allgenei nen
Formal (1): PVO C HZ 40 2 , OE *0
CEHOl(l) I R - C N- c(le) R-CNCE21 CF CF.. OF. 50
wobei R fOr sine I i neare oder yver ZV\BI& gg& ttigte oder ungesi tti gte
Kgpl enwasser st of f gruppe nmit 10 bi b tof fatonmen steht und R2 fOr

sine |i neare oder verzwei gte, gesattigte oder ungesattigte Kohl en-
vvasserstoff pe mt 9 bis 25 Kohl enstoffatomen st eht, dadurch

geke"%!%gw éfme l(g{ggerpgp,r vg zweﬁt@ﬁg;%g qdernge 'gtq:@hlpawassggtoffgruppe mit 10 bis 26
rst

L | 2 K ohder vefzwelgte gesattigte oder ungesattigte Kohlen-
's st teht

" M.nambz MediliPhdi Smedbbina b i 8LHs bt d@ﬁarugE.né.m' Fo%eé 0,
"""" ijill] llllljBIll 2&1@{:1{. (”)SHN oo
;Czo 2 - CE2-Cq 2-OH 10 . |
| O CHOH

— o D : (D)

. R-C-N-CH,

2 1

C H" C Hq O H

wobei R fiir eine lineare oder verzwelgte geséttigte oder ungesattigte Kohlenwasserstoffgruppe mit 10 bis 26
30 Kohlenstoffatomen steht und R2 fir eine lineare oder verzwelgte gesédttigte oder ungesattigte Kohlen-
wasserstoffgruppe mit 9 bis 25 Kohlenstoffatomen steht, und ein oberfidchenaktives Mittel.

35 Patentanspriiche fiir die Vertragsstaaten: AT, ES

1. Verfahren zur Herstellung eines Amidderivats der allgemeinen Formel (l):

R'OCH,
40 1 .
0 "CEOQOH
| . ! (1)
45‘/. B" "C "N- CH;
. i
CH.CH.OH

50 wobei R! fiir gine Iin'eare oder verzweigte, gesattigte oder ungesattigte Kohlenwasserstoffgruppe mit 10 bis 26
Kohlenstoffatomen steht und R2 fir eine lineare oder verzweigte, geséttigte oder ungesittigte Kohlen-
- wasserstoffgruppe mit 9 bis 25 Kohlenstoffatomen steht,
dadurch gekennzeichnet, daf man einen Glycidylather der Formel:
55 RV-0-
o o] CI-T2
H
Co‘ O
CH2

mit Ethanolamin umsetzt, um das Zwischenprodukt der Formel I:




zU erhalten, weilches anschlvi eBe_r;d entweder mt R2-COCI acyliert w r(1 r
ilzz;/\f S__gl:.h-enprOdUK}?ZEjng)- F:)r rCTZE'}:-I I2|0| zu erzeugen, R -0-CH H“‘nl“““l“'!”msl “!ﬂ 2.

o . : .EP 0227 994 Bt e _ -g:
CH2 OCOR mit anschlieBender sel ektiver Hydrolyse der Estergruppen, oder mt ;
ei.nem Met hyl ester der Fornel: 25 R -CO OCH3 ungesetzt wird. 2. :
Ver wendung ei nes Am dderi vaﬁg-de:faal_l genei nen Fornel |: 30

1 ELCCH O CHFCOH 35 21 I

(1) R. &GN CH2 t CHzC HzOH 40 G:?E@Iii Rl fur eine (lliIneare oder verzweigte,

gesi%tigte oder ungesittigte mhtggwasserstoffgruppe mt 10 bis 26

Kohl enst of f at onen steht und R2'Lur “eine |ineare oder verzweigte, gesittigte

oder ungesittigte Kohlen- vvassgr‘at'bf’ﬁﬁf?f}ppe mt 9 bis 25 Kohl enst of f at onen

steht, zur Herstellung eines luBerlich anzuwendenden Medi kanents. 3.

Ver endung ei nes Ami dderivats der aligeneinen Fornel |: 50

') zug tgngqelflj_es anschlieBepd entweder mit RZ-COCI acyliert \c:'qd,)umpgin Lwisqheqprogvkt dpn Faemel Il C
2u erz L . . . .

H - O wiber* ™ ur eine lineare oder verzwei gte, ges3ttigte oder

ungesi ttigte Kohl enwasserstogkfgpuppe nmit 10 bis 26 Kohl enstof fatonmen steht

und?®2 fur eine |lineare oder verzwef teq gesittigte oder ungesittigte

Kohl en- 60 wasserstoffgruppe nitG8%PR 25 Kohl enstof fatomen steht, und

ei nes oberflichenaktiven -t-¢@4-15-¢m£ Herstel l ung ei ner auBerlich

anzuwendenden Medi kanents. 65 1P Contr at a{mts EP dIZZ) 994 1

| 1%11111 112110 1!l 121111 || 11:11-1%-8:H -0-COR

¥ e C L % "R _evendications pour les Etats

Contractants: CH, DEI FR GB. IT, LI, NL 1. Derive d am de represents par

la for I'ﬂ'ltl ags%gmpﬁqr ae ?Igljlgr- Hydrolyse der Estergruppen, oder mit einem Methylester der Formel:

AN

75 R1-CO-OCH,

umgesetzt wird.
2. Verwendung eines Amidderivats der aligemeinen Forme! I:
30 Rl oc H:
| .
_ o CEOE
I 1 (1)
35
| R-C-N-CH, |
1
CE,CH;0H
40

wobei R!? fiir eine lineare oder verzweigte', gesittigte oder ungeséttigte Kohlenwasserstoffgruppe mit 10 bis 26
Kohlenstoffatomen steht und R? fir eine lineare oder verzweigte, gesittigte oder ungesattigte Kohlen-
wasserstoffgruppe mit 9 bis 26 Kohlenstoffatomen steht, zur Herstellung eines duBerlich anzuwendenden

Medikaments.
Ua 3. Verwendung eines Amidderivats der allgemeineln Formel I:
R'OCE,
}
50 : O CEQOE
L, ! (1)
B:" C - N - C E‘:g_ .
55 . )
CH.CE.QCE

wobei R fiir eine lineare oder verzweigte, gesattigte oder ungeséttigte Kohilenwasserstoffgruppe mit 10 bis 26
Kohlenstoffatomen steht und R2 fiir eine lineare oder verzweigte, gesittigte oder ungesittigte Kohlen-

60 wasserstoffgruppe mit 9 bis 25 Kohlenstoffatomen steht, und eines oberflichenaktiven Mittels zur Herstellung
einer auBerlich anzuwendenden Medikaments.




B Oc Hz 0 CHOH 10 R2 - C N-CEH
C3 HC HzOH cdans laquelle: | O -EP022P99689t € un grou “l“i "%HIII

sit uge ou insature, lineaire ou ramfie, ayant de 10 A 2
carbo\o.qhvg;;d SR t 9O r-Qc e sature ou insature,
| Eneaire ou'craggn%ée eﬁ?%%t&a”&ég'i Eg%ﬁgﬂe@ Bg\g"r bone. 2. Modicanent A

uéage exit Rérivé doviqeregrasentépar dedrimvle gdn@de (I represente par la formule
generale (1): P 0 C 2-r o CHOH 30 S.-C- NN CH.

(1) 85 ~~~EH2CE1OH 35 dans laquelle: - RL
represente un groupe hydrocarbone sgtg 2ou insature, linGaire ou ramfie,
ayant de 10 A 26 atones de carbone; et - R2 represente un groupe

hydr ocar bone sature ou |nsatur@ Ilne(aiHé) Bl ramifie, ayant de 9 d 25

at offes de 40 carbone. 3. Mdjcament ;A usage externe conprenant un derive
d'am de represente par | apkornul e, gener.al e (1) EL 0 C H 45

. O C EQ H 50 R IEJ Ng-néi'? -C(IN-C H2

(1) CzCH .OH dans |aquelle: 55 I - R represente un groupe hydrocarbone
satMre ou insature, lineaire ou ragmaiieyg, @yt de 10 A 26 atones de

?ar bone; et - R2 represente un group& hydrocarbone sature ou insature,

I neai LE e el%mfle ayant de 9 A 25 atones de carbone, et un agent

ensi o- a(ﬁ‘ es@ﬂegﬁ ;lo% hEE!F ZZZ tt%’g% ﬁ% t
11%11;433,,1, DT II L1 P TITL REvandl car T ons "Eaure. fnéairg-pu amifig, aypnt de 10 8,28 atopps dg-g
-bﬂz représente un groupe hydrocarboné saturé ou insaturé, linéaire ou ramifié, ayant de 9 4 25 atomes de
carbone.
2. Médicament & usage externe comprenant un dérivé d'amide représenté par la formule générale (l):

/ RlOCH,
|
Y CHOH
% i 1 _
R'-C- N CH. (1)
% CH,CH,OH

dans laquelle:
- R! représente un groupe hydrocarboné saturé ou insaturé, linéaire ou ramifié, ayant de 10 a 26 atomes de
carbone; et
- R2 représente un groupe hydrocarboné sature ou insaturé, linéaire ou ramifié, ayant de 9 & 25 atomes de
40 carbone.
3. Médicament a usage externe comprenant un dérivé d’amide représenté par la formule générale (I):

R'OCH,
_45 |
N 0 CEOH
I |
50 R'~-c-N-CH, (1)
1
CH,CE,OH

dans laquelle:
55 - R! représente un groupe hydrocarboné saturé ou insaturé, linéaire ou ramifié, ayant de 10 4 26 atomes de
carbone; et
- R? représente un groupe hydrocarboné saturé ou insaturé, linéaire ou ramifié, ayant de 9 a 25 atomes de
carbone,
et un agent tensio-actif.
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1. Procede de fabrication d un derlve d' am de represen a fornul e
generale (1): 0 CHOH O L@‘ﬂﬁ' "',LMIJH R C
-—N— CH, 15 EP 0227 994 B1 Il e:

represente un groupe hydrocarbonA sature ou |nsature |i neaire ou
ram}vlﬁveﬁﬂﬁihndﬁo&ﬁbs&ta?ﬁco&irmﬁs @e gar bone; et - R2 represente un groups
hydr ocar bone sature ou insature, lin6aire ou ranifie, ayant de 9 A 25
at omes HYEropgsé defphsisption deunokevéat 4mide nepnesdngs e leforquyleadndralp {1): rdagir un ether
gl ygidylique de formule: R-OCH CHf | ~~~~~~~~~mmm 30 avec qiethenol amne -
pour former e e conpose mternﬁ‘dl(alGE .de fornmulae (d() R -OCH 2 -5 '
2 CHOH N -Cl 2 (I'1-) CH2-CHL1-0H 40 qui est
ensuiteh ou bien acyne avec forrrer un internmbdimre de fornule
(1;5) Rl -0-CH2 1%0% 121l 50

h

CH™- CH2- OCOR1 55 avecsun ydr ol yse S~ Iectlve ul t %Leure des groupes
ester, ou bien ms A reangl-r Covei T Hster nethyli que formul e:
1R1. CO- OCH3 60 2. Wilisatiop d un derive d anide represente par |a

formuls generals (1): /65 14 C

i1 NP Al 1isl 1] al GECHEOY ™ 1 1 onvow | 5

0 TRV hédin groupe hydrocarboné saturé ou insaturé, linéaire ou ramifié, ayant de 10 & 26 atomes de
carbone; et

- R2 représente un groupe hydrocarboné saturé ou insaturé, linéaire ou ramifié, ayant de 9 & 25 atomes de
20 carbone,
caractérisé par le fait qu'on fait réagir un éther glycndthue de formule:

1
R -O---CI-‘2

C"\o

CI-’2

30 avec I'éthanol amine pour former le composé intermédiaire de formule (l):

R1-0-cx

[ 2
35 _ | CHOH
. '
H?IJ -CH 2 _ (II)
cH y) -CH 1 -CH :
40 -
qui est ensuite, ou bien acylé avec R2-COC! pour former un intermédiaire de formule (lIt):
1 .
4F : R —0-C|::-I2
~ ) clx»mccm1 '
R —CO-—!:—C:—IZ (III)
50 " _ . .
CH 2 CH 2 0-COR
55 avec une hydrolyse sélective ultérieure des groupes ester, ou bien mis & réagir avec un ester méthylique de
formule: . .
R1-CO-OCH34

60 2. Utilisation d’un dérivé d’amide représenté par la formule générale (1):




da_;.s | aquel l e: - Rl represente un groupe hydrocar bone satul l , m
|i iGaire ou ramfie; ayant de 10 a ﬁ&gﬁwﬁﬁg car bo ﬂl'mm“ l llfﬂ?m,
repr6sente un groupe hydrocarbone satu ature, lineai‘re‘outrahifies
' ayaﬁb‘de 9 a 25 atones de carbone, pour l|a preparation d' un nmedicanent a
usage externe. 3. Uilisation d un,derive d anmide represente. par la
- formul'e generale (1): 20 .~~~~~~~ R oecH;~~~ e I
R 0 . CFOY -~~~ E Il Nt E-- ' - R-i-C N CH
(l 3(5_* o _ 0 CEOH~——~~ CY- Cl--0 I mdans
| aquel le: .- 35° - - Rl represgnte unggroupe hydrocarbone sature ou
i nsat-ure-, liniaire ou rarrB,]’J..ec_amnt ¢e 10 a 26 atomafsl fle carbone;et - R2
- represente un groupe hydrocarbone ,ssture3 ou insature Ineaire ou ramfie,
-ayanfp. de 9 a 25 atones de car bonec gt gj{# ggent tensio-actif pour la
preparatlon d' un mmedi cament A usage? arn 40 45 50 55 60* AQ: 65

dans laquelle:
: - - R représente un groupe hydrocarbone saturé ou insaturé, linéaire ou ramifié, ayant de 10 4 26 atomes de
... 15 - carbone; et
FE -bR2 représente un groupe hydrocarboné sature ou insaturé, Iméalre ou ramifié, ayant de 9 4 25 atomes de
_t carbone, - .
R pour la preparatoon d'un medacament ai usage externe. :
3. Utilisation d'un dénve d’amide représenté ‘par la formule génerale (l)

20
Sl A e
A& - . y g .
D , e o) .CEQE"-
.. s s . ‘l ) P l -. - . .
. m - A L e . ‘ ) R .
' CE.CE,0E .
dans laquelle " '
3 . -R! représeme un groupe hydrocarbone saturé ou insaturé, Imealre ou ramifié, ayant de 10 & 26 atomes de™
-:- . carbone; et
-'R2 représénte un groupe hydrocarbone sature ou insaturé, linéaire ou ramifié, ayant de 9 & 25 atomes de
carbone, :
" etdun agent tenslo actif pour la preparatlon d’'un medlcament a usage externe,
40..
B
50
55




