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It is the object underlying the present invention to provide amide derivatives capable of maintaining the

40 normal barrier functions of the horny layer and restoring damaged barrier functions and dermatologic

preparations containing same which improve the bamer functions of the horny layer so as to suppress
inflammation and chapping.

According to the present invention, this object is attained with an amide derivative represented by the
following general formula (1):
45

R'CH:0CH.
!

0 CHOH

% | I | (1)
Rz“C-N‘CHz .

i
CH:CH:0H

56

wherein R' and R? represent each a straight-chain or branched, saturated or unsaturated hydrocarbon group
provided that one of them carries 26 to 39 carbon atoms while the other carries 9 to 39 carbon atoms;
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=0~ i - ¥ CHO HDS50 |1 |

(X%} R- C-NCHz:CHzCHz H 55 wherein Rl and R2 represent each a
strai ght-chain or branched, saturgpedggrr2siat urated hydrocarbon group
.provided that one of themcarries 26 to 39 carbon atons while the other
carries 9 to 39 carbon atons; 2 EP 0 398 272 Bl and with an am de

deri vat i \aad wighpancasidet detivalive represefiter byt foetipwinggeneed! fofraian@l:a (11): V' O 0 CHz
a - ~c HQ a St R50- R4-C-NCHK 10

C¥ CHO Hwherein R3 representR 30s€rBight - chai n or branched, saturated
~or unsaturated hydrocarbon group carrylng 10 to 40 carbon atons; R4

represénts a straight-chain orgbranched By@rHcarbon group carrying 3 to 39 |

~_carbon ts atons, and R5 repren;ents a pydrogen atom a stE® ght-chain or
branched, satur ate@ atur t:ld‘; ogar bon group carrying 10 to 40
carbon atons or a tr |g -chafn d ctfed, saturated or unsaturated acyl
group garrying 10 to 40 carbon ato e ﬁheé the present invention
provi des a dernmatol ogi c preparati da Bon (0] Han anide derivative of the
above formula (1) or (11). 20 The dermat ol ogi ¢ preparations of the
present iWhyIntFS Adpreabis AstrRIgNCEnbIR Br LRERCKEA, SaRIFateddl LnkBiSraRll hjdiaBbe 8 catrfiNIR | ON
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appl i ed thgdrodagbos lgioty carrpiey 1€ @40 Sarpgyatss or A Sraighiietiain onbranctled; beapgodig .undaturatdd v,
the am decygroupedrying 10f 4Clcarbpvataent i nvention represented by the
abQwe- ment i Brtbet, thepresent indation fogvides aadefmatolegid prefaaticheconteinipg e arfitieedegivativeof the
deri vat i weoveforméie ardBent i nvention represented by the above-mentioned
gener & forThﬂIda"'(aHW rRratiqee ebihe e@senhinvaeticnraaiAeiag (e emida dpiyalives erdbegsesent
descri bedPHon fepF the a aﬂ‘i’ exd femula of 4D gre elfsetye Np ossontisibsnpiayigg thoTh ¢
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R CHZ@H‘?M? a known method descnbec] in3for Je Japanese Patent kﬁﬁ?%}‘
Cl10H | Open No. 216852/1988. That is, it may be obtained accok'dmg to the followi 6’{ )rho 'schefm@ wh | z

40 compound (1) prepared from glycidyl ether and ethanolamﬁalls reéacted with aGZtg'écé er alkyl ester
_ bas e- Qaat & & presence of a base calglysthild Aidilfling off the lower alcohol thus formed:

R'CH.OCH. R'CH.0CH:
» I HeNEH2CH2O0H |
CH ~ CHoH
x,,g | o | (m)-
C H 2 H N - C H 2z
“ CH.CH-0H
base -catalvst R'CH.0CH-
45 RECO.R® 0 CHOH
I I
RE—C—N—-CH: (1)
: |
50 CH.CH-0H
(wherein R' and R? are as defined above; and R°represents an alkyl group carrying one to five carbon
atoms).
55 Next, the amide derivative of the present invention represented by the above-mentioned general

formula () will be described.
The method for preparing the amide derivative of the present invention represented by the general
formula (i) is not particularly restricted. Thus it may be prepared by, for example, the following methods (1)
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45 % RzQ0ZR6 0 C3

HO II
| 45~~~~~~~~ : ’ ' _ ~ ~ ~~~~~z - 2 M CHz Rzo
CNCHz (1) 50 EP 0 398 272 B1
Cl1zCHzOH (wherein RI and R2 are as defined above; and R6represents an
al kyl group carrying one to five carbon atons). 55 Next, the am de
deri vat i9&)of the present I nvention represented by the above-nenti oned
general formula (I wi |l be described. The method for preparing the amde

deriat i §eMefhod ﬁteprsvaé@% AT amide derivatyn (-8)etdheganerd! toymulah@) weereir BY isfohyvirdgen (1 1)
is not ‘?“?lcul arIy restrlcted Thus It may be prepared by, for exarrple

the f ||OWL|. ~~~~~~~ 398 272 Blt

Met hod f 'Efgﬂ "i" %‘C%Y"fh ‘=A "°8'I‘ ng ﬁf&eavn- foo Pmp!e
ey @‘?ﬁm b [l faq i @E
- Lai d- qua,vewgco ) ccor IJn'!;f"aﬁe'o‘f | OW %sa c?% Stw ' '

~am ne derivative (I V) prepar ed from gI yC| dyl ether and et hanol am ne i s
~reacted with a hydroxy fatty acid |ower alkyl ester (V-A) or a hydroxy
fatty acid lactorR®@6H) in the presence of g#guase catal yst while distilling
~off the 10 |ower altcohol thus formed: R30CHzZ

R3OCHE CH HNCHz CH2GH, w4 Cl
| (1V) CH HN-O % 2CH 2 0H C%“O

~ CH2CHzOH base cat alé/l,g RBOCHz( IYS) HO R CO2R - (V-A)
0 M CHOH : 1 Ffo-RzﬁNCCrﬂzcmsoR- Cc=0

CHzCHzCH ; so ( vV1) (IHE-A) 38 (wherein R3 and R4 are
as de®ined above; and R7 represents an al k¢l :§He@H carrying one to five
~carbon \Jd, > atons) .

base catalyst

R30CH.,
. 28 - |
HO—R*CO.R” (V — A )" 0. CHOH
il |
ox HO - R*— C— N—CH.,
30 i
R4— C=0 CH2CH,OH
pd (VD) . (I —-A)

- (wherein R® and R* are as defined above; and R’ represents an alkyl group carrying one to five carbon
N atoms).

(2) Method for preparing an amide derivative (II-B) of the general formula (II) wherein R® is a straight-chain
40 or branched, saturated or unsaturated hydrocarbon group carrying 10 to 40 carbon atoms:

This derivative (lI-B) may be prepared in accordance with the following reaction scheme wherein a
hydroxy fatty acid (V) or a hydroxy fatty acid ester (V-A) is reacted with an alkyl halide (VI}} or an alkyl
sulfonate (VIll) in the presence of a base to give an etherified fatty acid ester {V-B), which is then reacted

4 with an amide derivative (IV) obtained by the above method (1) in the presence of a base catalyst while
distilling off the alcohol thus formed:

50

56



(2)*Method for preparing an ami de derivative (I11-B) of the general formula
(1'l) wherein R5 is a straight-chain 40 or branched, saturated or

unsat urat ed hydrocarbon group car gpiggpgl?2tey 40 carbon atons: This
~derivative (11-B) nmay be prepared in accordance with the follow ng reaction
schenme wherein a hydroxy fatty acid (V) or a hydroxy fatty acid ester (V-A)
is reacted with agoal lﬁquﬁ]aial de (VIl) or an alkyl sulfonate (Vill) in the

- presence of a bas e¢’an etherified fatty acid ester (V-B), which is

t her reacted 4s anmi de de®P@®®jve (1V) obtained by the above net hod
(1) in the pr esencerof a base catatyst—wht| e BFf§t+ R*i-ng0afRf” t he al cohol
thus f8rned: 560 40 - Ri‘iCORR™0 398 AAX B VEHO - RACOLH/(—\B )

base or (V-A4A) or ROR - COR7 NO - R COzRY
R5X (V1) Voo R9oddied (v or RS0S02RG
(W to ’

R30CHz,base catalyst O CHOH R30CHz

| 15 R3§CHz ¢ N CH2 C
HCHzCHQZH H N- CR#se catalyst I ( E-CB 20 CH zCH

ZOH  (1V) (wherei mRs—Re—amd R7 are as defined 8bove; CROHr epresents a
strai ght-chain or br&tdRéid, saturated or 25 unsat urated ihydrocarbon group
carrying 10 to 40 carbon atons; R8 reprgseptspatrgthyl. CernyI or p-tolyl
group; and X representscagghl orine, brom ne or iodi ne atorr) (3) Method for
preparing an am de derlvatlve (I1'1-C of the general (||) wherein R5
i $.a straight-chai n ﬂrdanched saturated or unsat % g‘gﬁ%a group
carrying 10 to 40 c & ons: 30 This derivative -0 y be prepared
. accordi¥ng to the fol I| ovm ng reacti on schene wherein a hydroxy fatty acid
ester (V-A) is condefidle@Hwilfih 4 Wakty acid (1X) in the presence of an
appropr| at e dehydrating agent [such as 35 0 0w

~~~~~~~ 6in hb CZ[;E AF? ar ) 1] Ve a au;[ grdbrgn%ketdy sa Erl g grs ter
( V- C) 25 CEaturAtéd carlgo?labgg éagée({}. ﬁ%ﬁf@ [ hj}%mege ts a methyl, phenyl ora:J-folyl

group; and X represents a chlorine, bromine or iodine atom)

(3) Method for preparing an amide derivative (lI-C) of the general formula (ll) whersin R® is a straight-chain
or branched, saturated or unsaturated acyl group carrying 10 to 40 carbon atoms:

This derivative (II-C) may be prepared according to the following reaction scheme wherein a'hydroxy

fatty acid ester (V-A) is condensed with a fatty acid (IX) in the presence of an appropriate dehydrating agent
fsuch as

¢ 9
A : i i
RN EtOC~-N=N~-COEt

40 and P(CsHs)s] fo give an acylated fatty aCId ester (V-C), which is then reacted with the amide derivative
(IV) obtained by the above method (1) in the presence of a base catalyst while distilling off the alcohol thus
formed:

50

55
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'(ﬁVﬁ Bbtained by the above nmethod (1) in the presence of a base catal yst
whil.e distilling off the alcohol thus forned: 45 50 55 EP 0 398 272 Bl

dehydrating K) . EP 0398 272 B1 agent HO- R 1COzR7

R C0z- R- CZR (V -A | RCOzH (V-C) (D) 10

base catalyst *16 R30CHz 0

"0 CHOwWI 11 il CHOH

"Raw CO - R-C--NCHz 20 dehydrating|tN- CHz | |
HZOH | ~~~~~~~ f - EC) CHzCHz&gent|\V) 26 (wherein R3, R4 and R7 are as

~defined above; a#0 -R@‘COpREsent s—a—stra-ghtR thg # RE-DCPRRITed, saturated or
“unsat dr at ed hydroca(bpn-ggoup car prigeg, i to 39 garbagn )afto.m;). Next, the
dermat ol ogi ¢ preparation of the pre ty i nvention containing the am de
derivative (1) or (I11) of the present Invention represented by the above
general formula (1) or (1l) will be described. 30 The content of the

am dejderivative (1) or (l11) of the present invention in the dernatologic
preparation of the present invention is not particularly restricted. In the
case of an enul Hage tsgkalysparation, the am de derivative (1) or (11) may
be preferably contained in an amount of 0.001 to 5098 {®¢Hwei ght, the same
w il apply hereinaftegE based on the whole preparation.iln the case of an

~oily -greparation confa ﬁﬁng a |liquid hydocarbon Guch agligHual ane as a
base, the amide derivatlve (1) or (I11) mdly be prdferably contained in an

-+. 38 anount of 0.01 €BOBO% The d@rreicY o T—reppLagjpns of the present
i nwention may be prepared by bl ending a base commonly used for dermatol ogic
preparations with tig-agjde derivative (1) or (I1) qg t@@ Qgesent _

i nven®® on. The der maj ol ogi ¢ preparations may bﬁ Qrga % 'f_ sified into
medi ci nal dernatologt@ ﬁegﬁrations and cosnét- i ¢S depending on the
applications thereof.'é 2 Exanpl es of the nedicinal dermatol ogic
preparations include v Aus oi ntments containing nedicinal ingredients.

These,0i ntnents may contain either an oily base or an O Wor WO enul sion

.b ase. Tl?ﬁheﬂiirl N ha§r’i:d_ #Vsa.—é‘Qé déﬂ dtdbfdé! Q{dlﬁé r£ &teﬂté ggﬁﬁ%ﬂ&?in%fgﬁpéhgf sgtlm'ar grf
i ncl ude uHﬁ%éﬂth@ro&HrQoﬁ grodd tdiBing 8'd 3B cab¥ihefifed)) € OIS, Tatty acl ds—an

nat ural  angexs Yistdahdidloglé! préparaliohcs? the PréBerTTivbritibd Bdntatnihg RCHnREY doriddise G qiy of
parti cult@rgrasert@vbritibie fofdsented by the above general formula (i) or (i) will be described.

30 The content of the amide derivative (1) or (il) of the present invention in the dermatologic preparation of
the present invention is not particularly restricted. In the case of an emulsion type preparation, the amide
derivative () or (Il) may be preferably contained in an amount of 0.001 to 50% (by weight, the same will
apply hereinafter) based on the whole preparation. In the case of an oily preparation containing a liquid

.~ hydrocarbon such as squalane as & base, the amide derivative (i) or (Il) may be preferably contained in an
...36. . amount of 0.01 to 50%.

The dermatologic preparations of the present invention may be prepared by blending a base commonly
&.f' used for dermatologic preparations with the amide derivative () or (Il) of the present invention. The
dermatologic preparations may be broadly classified into medicinal dermatologic preparations and cosmet-

ics depending on the applications thereof.
© 40 Examples of the medicinal dermatologic preparations include various ointments containing medicinal
ingredients. These ocintments may contain either an oily base or an O/W or W/O emulsion bass. The oily
base is not particularly restricted and examples thereof include vegetable oils, animal oils, synthetic oils,
fatty acids and natural and synthetic glycerides. The medicinal ingredients are not particularly restricted
and, for example, analgesics, antiinflammatory agents, antipruritic agents, bactericides, astringents, skin

45 emollients and hormones may be used therefor, if required.

In using the dermatologic preparations of the present invention as the cosmetic, the essential ingredient,
i.e., the amide derivative (l) or (ll) of the present invention may be arbitrarily blended with, for example,
oleaginous components, humectants, ultraviolet absorbers, alcohols, chelating agents, pH modifiers, preser-
vatives, thickeners, colorants and perfumes commonly employed in the art.

50 The dermatologic preparations may be formulated into various skin cosmetics including W/O and O/W
emulsions, cream, cosmetic milky lotion, cosmetic lotion, lipstick, foundation, skin cleanser, hair tonic, hair
styling lotion, hair nourishment and hair growth stimulant.

[Function]
66
The function mechanism of the dermatologic preparations of the present invention containing the amide
derivative (I} or (ll) of the present invention represented by the above-mentioned general formula (1) or (ll)
has not been completely clarified in detall. It is assumed, however, that the application thereof io the skin as



andy for*exanple, analgesics, antiinflammtory agents, antipruritic agents,
““bactericides, astringents, skin 45 enollients and hornones nmay be used
therefor, if required. In using tgpobosp@i0gi c preparations of the
- present invention as the cosnmetic, the essential ingredient, i.e., the
.am de derivative (1) or (Il1) of the present invention may be arbitrarily
bl ended vihe dprmatelegicenrepppsiion mightesayyp toreistorss thedmererilslar linidimeatribzane of, the harvaayeoscet
' a‘bsor‘bersﬂ,s“aimﬁ@mﬁs,bafﬂﬂélnaﬂmﬁ? ?&EN@GF pH nodi fiers; preser- vatives, '
t hiekener s, T iyrther Hystrate eprasent fny E’GM&%FWE’@WB'P%V&BG’ g¥Prt he art. 60 The
dermat ol o IabErepar ations may be forrmulated into various skin cosnetics
i'ncl udfn Ind O Wenul sions, cream cosnetic nil ky | otion, cosnetic

| otion, Iéﬁ)}s‘t clg ou data_on cs}é'llﬁ %er I Itn[ ctonnlc ) |r ,'ét |l e
otion, mmmwm AR e BE°

function Lo Sty ST R Is Coabbal {1 ons of t he present

i nvent j,0naonk st NQZ-EJ&?ox?Ei\é 95,zy¥r@s¢n)xtﬁan(>ﬁ>n.n9(um§I 1) of the present

| nventi on represented by ove ment’i oned general forrmula (1) or (I1)
has not beegi. o Rénds mhsdoamnfa waslintréustRatidd b 200-hi thiF-nacked WEBK aquip BUBMBa stifrdd AL

t he appl izCaégpMb finA&) £Bbrmometorshd Bkrbiux @ndenser arl§treated-t0-6010" 76FC GhdéOshiridd. &4BJg t he
der mat ol q@os2 peleEfeHerddecyn glytigyn lsthercwascadded HrepwiseOthearetotoia d pdried oR4d minanfidritia d
menbr ase additidniveas lcompigted, alwersulliog abdure wasi@aey end fiieed andel 1he sdnencnditions @é thbdee
hor ny | aydescribéfoabbyer fortrasiditiorial 21B.t That enredeted ptherwiamine | way distilied nff utdeerefiadet! prassucp
Exanpl es (W fol 813€/2kRec {20 Tom)).Elhwrrptidue Iwag,nutified Dy ssiligd gel flash column chromatography to
NAL2- hy drikexepy Bive d5ha elthe eprppyng diia) pt avisid h‘;ﬁ??/"exyet hyl tri acont anami de (| a)

Eani dgﬂndé'?‘?ﬁ'ﬁﬁ’f\ﬂéﬁ ‘HtNMel thacgbiaingd campopRd| #f §si9llottierein R |s ClsH31 and R2 Is
C29Hs

N- (2- hyd®R§ gg'l hé%‘&?e%%’o&%?&%ﬂﬁ"et%bﬁ&ﬁ“&ﬁ?‘ﬂe (Ilia): 61.1 g (1.0 nol ) of

et hanol ar@%g 86 °H|11t ro%&%?n%at#vgklﬁea 200-m four-necked flask equi pped with a

. e ami
.stirrer £ rnmometer and a refl ux condenser and heat ed

to 60 Lo 703 i ggum f oPthd Enj}&&&d (18)-oBtaied i 18560 SRbrh gfanmaaa gyé Eé&' |
et her Wa%ve?bq fodudd vitth aStfdr! d (Hopp a.rg er o t@.f anE

addi ti on yaSwhit & 5% Rddtidg dHder Podkicbtd fre %a%

the sane u(yfmeman@snﬁnbas G‘raéjﬁﬁé‘da SARIUS oveP b paﬂhd lof § gnaAﬂezmb corI en of
unr eact eti,eeadaﬁa&ce T @s tiniéri di@S ub 1HdNGG coRtiidhs s oSS 8debrbedi GBovb Qo8 1
Cl 2. 7Tkdpa aldfdndi @K, JThe crddCprodiGi HusCobYsmdd e pukificiChyllics §él ssh cgitmn bhrahdlogeaphyin
chr omat ogietdpin givé 8.9%5 b Gleablypdind @a) hBa Weld olf5%. B wetgGointland iR awd) 'HeNMRadatd eFli@ Of
63% The otiaihed @mpbund atblde MUbvsof t he obt ai ned conmpound are as follows: 20

1H NVR( 6, Gbel#p2~8.88(t, 3H). 1.23(bs, 28 H, 2.6-2.8(m 4H). 3.1-3.9(m
10H) (2) Syt L9 2896, ABN7dcI4r 1NIAL 1068, (28ym='25 5.39 g (15 mmmol ) of
the cofpound- N‘Fﬁ(f Cétdt ai ned in the above item (1) and 0.042 g (0.75 nmol)
of KOH wer 0§ eRHN A6 17365 B 2335 ButBpddevd-B&imal¥Rirrer, a

dkoppi ng funnel, a thermoneter and a distilling tube. Wile stlrrlng t he

m xture E?a"i‘i’éea%i ng under reduced pressure (90 ¢/ 2.7kPa (20 Torr)), 7.00 g

(?'51mm' )Sy i sngeotf (E tcfrox % AIP Ernacont‘?ﬂ})xyprop)ﬁ)-l@l 9 q oxyetlg))}ﬂx\gcgrﬁangg%g %L) [a%Yde denvap griod
% tﬁgra; féﬁ; é%i '

WE&E?: R’ is C31Hss and R2 is CasHssl:

The procedure of Example 1 (1) was repeated except that the hexadecyl glycidyl ether was replaced
with dotriaconty! glycidy! ether to thereby give the compound (Ib) in the form of a colorless powder at a
45 vyield of 71%. The melting point and IR and 'H-NMR data of the obtained compound are as follows:
m.p.: 88.2~889 °C
IR: 3316, 2920, 2854. 1617, 1467, 1107, 1059, 720 cm™
H-NMR(@3, CDClz):
0.88(t, J=6.6Hz, 6H). 0.99 ~1.72(m, 114H), 2.25~2.45(m, 2H), 2.95~4.28(m, 13H)
50
Example 3

Synthesis of N-(2-hydroxy-3-dotriacontyloxypropyl)-N-2-hydroxyethylhexadecanamide (ic) [amide derivative
of the general formula (1) wherein R' is Cai1Hes and R? is CisHsi ]

§5
The procedure of Example 1 was repeated except that the hexadecy! glycidy! ether used in Example 1

(1) was replaced with dotriacontyl glycidyl ether and the methyl triacontanoate used in Example 1 (2) was
replaced with methyl hexadecanoate to thereby give the compound (ic) in the form of a coloriess powder at

7



‘theaddi tion, the mixture was further stirred under the sane conditions as
those described abeve for 30 additional 2 h. The crude product thus .
obtained was purified by silica gplosdeas g0l unm chronat ography to thereby
give 8.95 g the conpound (la) at a yield of 75% The nelting point and IR
and 1H NWR data of the obtained conpound are as follows: mp. : 82.2-83.0 *
C | R : 3Byield of B9%q Thepmailing poigtiand IR and(OH-NMR1dBta of B Bbtaifedi(prasinet a®fas followsl H- NVR( a,
CDCI9): 0. 816283840 61,  6H). 1.01-1. 73§m 82H). 2.31-2.45 (m 2H),

3..08.4. 28 ?’%3%3 205, 23| d8T7. Ad87Sy BB Z206mpY

N- ( 2- hydr oXy¥Rg ':f'q'%@ont | oxypr opy! )- N- 2- hydr oxyet hyl t ri acont anami de (1 b)
| [agn' d(gyderi)(;%%f{‘l‘]?g' 5 eo'%éhé‘?/ '&F%f P 248y %M’re\ééﬁf-%(msi@“bs3 Hs3 and R2
is C29 §m4,,é4The procedure of Exanple 1 (1) was repeated except that the
hexadecyl gl'yci dyl ether was replaced with dotriacontyl glycidyl ether to

£ss owdefr at a 45

el o LY blifabRSP khakchl ot Gk SN, BBl 1630 20 RRUFSH

Vi €1 o gatillon trmt AR i ] T AV %f gfgme ol R LT
-CONMPOUNdrandeBidérall vdr 45 and BeRutanddlie stisbiption ofedchiderm pé:o bn?%go val élé

1467. 1%k tollokivg Inanret OFde BbmpekitdMEcnpa Ideimatdibgie Jparatc;oﬁ n a1a§ albe .

- 1. 72( mwea dléd-valudted Fatile #BunihariZddthe résufth- 4. 28(m 13H) 50 Exanple '3 Synthesi s
of N-(2-hydroxy-3-dotriacontyl oxypropyl)-N 2-hydroxyet hyl hexadecanam de
(1c) frarfTestmethed) vati ve of the general forrmula (1) wherein RL is Cs H6a and
Rz I's Cs H31] 55 The procedure of Exanple 1 was repeated except that the
hexadecy| WYISeimele ratst Werp ford aith ianfebek dep | fomLessdrtialviatty nalqsl Tberd eatht dermatologic
dot#i ac tiog |wag prPfied ta thecshavam dorsgh skimef tieyrat shevingrassintial emine acks daicienty Bnaanpl e 1
(2) was JPEPY Eeadwarks. (OnrRe PR dayeot dheeroamiotianeor tthe aphlisatish fordhroe wedte, the fofiavinyd
(1c) ®n'tp “’%’FP d5 colorless powder at 7 EP 0 398 272 Bl a yield of
80% The °higvaY8 free4™ | R and 1H NVR data of the obtai ned product are

as fol | ous: .62 "64 0 * C IR 3304. 2920. 2854. 1617. 1467. 1056-
720cm1?ﬁaﬂl€9ﬂ@8rf“a%' 0sS 5 0.88(1, J =6.6Hz, 6H), 0.98-1.71 (m 86H),

2. 25-4. 48 ifldodbl)sin bt $15 1 R viaHled Wthilaler AP € oty TGSt RLALOGIC o o

T €Par atdoAl 261 bty SRR of GO £ Ihoﬂ,iﬁ'cmmrahgbg" A e g de
1o der ievapbrime®s. Rfiarbd? el G558 Heahd WHHL bedMibr libnetcnd of the i yela)mr %F.‘éf m‘ge Serlous
squal’anenapping: prepared. Then the transepidernal water 'oss and percutaneous
absor pt i orwish teaindl BaMBHIGHcRBE GrelMRMiod, thi® Dall¥as SmaNAhaH0EEn 1 oidehdn®! J,OW NY

MRNnes . efsertiaiaynaidi dbfidiont At RAHNY AbrAdgod Barf? iuNBEoRS SBIWS a RAIGDEESYING 35 EARP ST NJ
.. squal. ani eapressed Ivdtearl soandsralderadtiet. Tabl e 1 sunmarizes the results.

(2) Percutaneous absorption

.86 The dorsal skin of the rat was washed with water at 37°C. Next, said skin was cut and inserted into a
percutaneous absorption chamber with the epidermal side thereof directed upward. A lower receiver of the

\ﬂf chaimber was filled with a phosphate buffer equilibrated salt solution while a container on she gpidermal
side thereof was charged with 1 ml of a solvent containing 37 KBq of “C-salicylic acid. After 2 h, the

amount of the '*C-salicylic acid penetrating into the lower receiver was determined. When the normal

40" barrier functions are maintained, the *C-salicylic acid scarcely penetrates after 2 h. This valus increases as

the barrier functions are more seriously damaged. Each valus is expressed in "mean * standard deviation".

Table 1
® Amide derivative Transepidermal water loss | Percutaneous absorption
Product of Invention | compound df Ex. 1 (la) 29.2+6.8 546 = 260
bompou_nd of Ex 2 (Ib) 208+7.2 778 + 285
50 compound of Ex. 3 (Ic) 186 + 4.8 546 £ 320
CGomparison squalane alone 358196 1220 * 240

§5 Example 5

By using each of the amide derivatives of the present invention, the dermatologic preparations of the
present invention of the compositions as specified in Table 2 (emulsion cosmetic) were prepared. The effect
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1" ((Test* method) Wstar nale rats were fed with a feed free from essenti al
fatty acids. Then each dermatologic <.,Q preparation was applied to the
“shaven dorsal skin of the'rat showgmgsegspngial am no acid deficiency once
a day for three weeks. On the next day of the conpletion of the application
for three weeks, the followng 20 itenms were exam ned. Each |ot involved

t hree rat of egch propiset ok dpironinonskin chanping Wasseyal@fied in theTfollowihgr anhers Rorrcomparksére ar at
was was hedeietolrgiggrepsration fres7iram anycmidecledvativesef thamresent invantiah (Campetativecbradnctiwasoom
at 20 e CerAHdied indhegariedrangergliebla Soymmirizgs the reyilien t he transepi dermal wat er

| oss was asured with an evaporineter. A larger water |oss neans |ower
barrier® f 19D of the horny l'ayer and nore serious chapping. \Wen the

?(ﬁreng![ hte)?rrl.'eer fgnlxjaneCtt'xb?ec ‘ﬁf—’ﬁ? %éﬁr vg'g.sakeg%d, Iue |s srral | er thvggggo tﬁCh

bﬁé;'ner,gz %@5« te @:b:’é mned%Fﬁ:pm gﬁt an alo‘L'a’ﬁ'plzggnor pty of cggag g%?’g PREVGS

eous ' a
skin of the rat was washed with water at 37 C Next, sald skin was cut and
inserted prRnsdpipshmelHaNReIS absorption chanber with the epidermal side
thereof directed upward. A |l ower receiver of the chanber was filled with a
phosphat e burhé e efpabh subjeativad washbd witOWdr iaD3Y - 0tind ther seGHE Aillow8d totand Hea room
epi der mal ats20d€ dndeT £ bémidieysof odse e d NViThdn the frhnsefideima Qlatef ks Was indisiel Gvith an KBQ
of 14C- sabvapgrimeter.ok ilaiger Aatee llos® meanst loeeralvanrian functfond biethd 4Ging ddyleC ¥id @ord Céeflous
penet r at i Agrping. Yvhen this vaive roxgeedsedly earioysashambigds phsawell. ViNee it i¢ dsallerothanad 0, 0the
bakri er f efierthrsinacaepiy ampghapriniorivebservade Earh Galendis pxpyessed imtmedn ¢ standaed dsviation”.
penetrates after 2 h. This value increases as the barrier functions are
nore séti Bl 'f"i/c'ﬁgﬂﬂ‘i?gséﬁf Each value is expressed in "mean | standard

‘devi ati on" E de der| vative Transepi dermal water | oss

Per cut aneo%rsz i:lo res i"8h 88?13% @df "?'}?9;%? pRgYvalugh orhen e faliqwing critgrig) Each
29.2 6.8° P mea *¢8®Bound of Ex. 2 (Ib) 20.8 7.2
778 2 50 hnnmmlnd of Fx 3 (I c 18.6 4.8
546 320 Com pari son scgqujal ane Balostion of chapping 35.8 9.6

1220 240 66 Exanple 5 By|usgng ﬁ@&g&{ obllvegm de derTvatives of the
present invention, the defngfol ogbgtcpg ﬂa[:,@ge;vgdﬁs of the|present invention
of the conpositions as spgciji gdcHappi k&ved. (enul si on- cpsnetic) were
prepared. The effect 8 EF3 O |3&hewifal séhbusdhagpitgldbdehveglupt of inproving skin
chappi ng was evaluated in|the fO!;dnG.Wcﬁ@pii’@Blﬁb@fved For conparison, a

dermat ol ogi ¢ preparati on Tee fromany amde dertvative of the present

i nvention (conparative product) was evaluated in the sane manner. Table 3
summari zes-the results. 5 (Test nethod) Ten fenal e subjects aged 20 to 40
years, 3who suffered from chappi ng i nTabtekg in wnter, were

S . (¢ by weight)
o ! Invention Comparative
i

1

products ;! product
i methyl-branched isostearyl E
1

2.0 ?

i glyceryl ether 2.0 ¢
% 2-octyldodecyl myristate 10.0 ; 10.0 §
" vaseline ! 3.0 - 3.0
| squalane ' i 5.0 5.0 :
- tocopherol acetate 0.5 0.5
|
amide derivative 1.0 -
o5 (refer to Table 3) :
water the balance | the balance



enpltoyed.* Di fferent dernmatol ogic preparations were applied on the right and
left cheeks of the.subjects once a day for three weeks. On the next 'Qay of
the conpl etion of the applicati oEpfesgsdmeas weeks, the 10 fol | ow ng i tens
were examined. (1) Transepidermal water |oss The face of each subject was
washed with water at 37-C and then she was allowed to stand in a room 16 at
20- C under a humdity of 45% for 1 hTablBen t he transepi dernmal water | oss
was neasured with an evaporineter. A larger water |1oss neans | ower barrier
funetiong of the hor ny [| ayafiagashvts © berdgufmermignily it INBERcHER EaRTC
xceeds ¢ Er 1T OUsS. CITd 11y TS, oosServgt—vy ettt TS—Sfgr—ef—trRah—=o
"?hle ofhe Y’P{S’ﬁ'&? Pfg@tﬁ} cel 3%%@*”98%1% s_obs®PER3 Each lval udSitd3xpr dssed
i h "mean| standard devi|adompsind ofXX. 2 @) [Ski n cheppsag scorle Sk s@appi ng was

G LASButa S LT i 1 A i
L] DI\rJI COIOICN\ L ) TTHoCATT T T

SCOr €49 \é°mpafa“E?/B!’P‘El-§t jon of chappi ng 286 €98 ppi ng Jobserdad.7 1
sl i ght chappi ng observed. 2 chappi ng observed. 30 _
3 somewhat serious chappi ng observed. 4 serious chappi ng observed.
35 Example 6 Table 2 (% by weight) 41
“Invention Conparative ' products product net hyl - branched
| sost®aryl , 2.0 1 2.0 gINyceryI et her 45
2-octyl dodeythesis pf; N~ (2-hydroxy~3-hexadecyloxypmopyl) ~N-~ 10. 0
‘éa\aflsbne 2za¥drgxgethyl-12-hydroxyoctadecananide (I%‘-%g) 5 0

: SgtoF-ahRe _ :
gg !20 Camide deré'vgtive Io.f |th_e crgnegal fbr}nﬁigpQE&(fl w%%erte%.tne

1 1(refer to Table é) 1.0 water

OH
the bal an ; 85.r4EP,0 ' Le 3 Amide derivative
Tr Znsepi de?@3 S MGTLAERE W ﬁ§ éﬁ:?cﬁ )Isal nvention product

conpggnd of Ex. 1 (la) 24.3 5.3 1.5 0.3 conpound of EX.
2 (Ib) 19.8 0 6.4 1.3 0.4 conpound of Ex. 3 (10

17.6  4(f synthesis of N-(2-hydfdxy23-hdaddeyloxypropylethanolamine (IVa):

61.1 g (1.0 mol) of ethanolamine was introduced into a 200-m! four-necked flask equipped with a stirrer,
30 a dropping funnel, a thermometer and a reflux condenser and heated to 60 o0 70° C under stirring. 24.3 g
(0.082 mol) of hexadecyl glycidyl ether was added dropwise thereto over a period of 45 min. After the
completion of the addition, the resulting mixture was stirred by heating under the same conditions as those
described above for additional 2 h. Then unreacted ethanolamine was distilled off under reduced pressure
(79 to 81°C/2.7kPa(20 Torr)). The residue was purified by silica gel flash column chromatography to
. 35 thereby give 18.4 g of the compound (IVa) at a yield of 63%. The 'H-NMR data of the obtained compound
_ are as follows:
./ H-NMR(5, CDC{3):
0.85 (t, 3H). 1.23(bs, 28H). 2.6~2.8 (m, 4H), 3.1~3.9 (m, 10H)

40 (2) Synthesis of amide derivative (ll-Aa):

17.3 g (48 mmol) of the compound (IVa) obtained in the above item (1) and 0.14 g (2.5 mmol) of KOH
were introduced into a 100-ml flask equipped with a stirrer, a dropping funnel, a thermometer and a distilling
tube. While stirring the mixture by heating under reduced pressure (80°C/2.7kPa(20 Torr)), 15.1 g (48

45 mmol} of methyl 12-hydroxyoctadecanoate was added dropwise thereto over a period of 1 h. After the
completion of the addition, the mixture was further stirred under the same conditions as those described
above for an additional 1 h. The crude product thus obtained was purified by silica gel flash column
chromatography to thereby give 23.0 g of the compound (ll-Aa) at a yield of 74%. The melting point and IR
and 'H-HMR data of the obtained compound are as follows: :

50 mp.: 70.8~71.3°C

IR: 3352, 2926, 2854, 1617, 1473. 1122, 1077 cm™!

TH-NMR (3, CDCl3):

0.88 (t, J=6.3Hz, 6H). 1.12~1.82 (m, 56H). 2.24~2.51 (m, 2H), 3.23~4.30 {m, 15H)

10



10 €onpatatve product 28.6 9.8 2.4
- 0,7 10 Exanple 6 15 Synthesis of N (2-hydroxy-3-hexadecyl oxypropyl) -N
2-hydroxyet hyl - 12- hydr oxyoct adecagpro 348 272181- Aa) 20 tam de derivative
of the general fornula (Il) wherein OH 3 5 4 R
is C16H33 and ROR is CBHI3CH(CH2)I 002: 25 (1) Synthesis of
N (2- hydrEmyDB?hexadecyl oxypropyl)ethanolamne (I1va): 61.1 g (1.0 nmol) of
. et hanol am ne was i nt roduced into a 200- m four- necked fl ask eqU| pped WI th a
st Mrer, Synthesigy : , ) gydra 1 hydraxyhexadass de Ak
“heat ed td"ﬂiﬂ"ﬂ?‘i"‘ﬁp‘t -" g {1} where % ¢S
gl yci dfl ether was th reto ov eri
t he corrpl et 1 Shape ¢ ﬁ (1 %)t °x e gﬂ 't
heat i ng co’ﬁ%rm Pf’é :§at ﬁ@@ %] gc(? °'1" g bl 2
ey ‘f ps a?g%' |an

h. Then EARe am ne Was f un il t8"1pre% el (79
- to 81 J,d zgg,gg;@o&r)) The resi due was purlfled by SI I ica gel flash

col um " Chr OfFRLGS apby_bia3ebd)CIsRY 186V 8138 fhesl 9kschPe compound (1Va) at a = -

yield of 63%-NNMRE, ot MR data of the obtalned compound are as follows:
1H NVR(5, Cﬁ)ﬁ‘é@) =66 HS H(tosél'rlbmmlsﬂ-fy(bswzaakﬂu,,zﬂg 62&4&7&rnl15+ﬁ|-|) 3.1-3.9 (m

. .10H) 40 (2) Synthesis of amde derivative (I1-Aa): 17.3 9 (48 mmol) of the

conpou#d HExbrvsle 8obt ai ned in the above item (1) and 0.14 g (2.5 mml) of KOH
were introduced into a 100-m flask equipped with a stirrer, a dropping

funnel , atherrmrreter andadlstllllntube V\hlle stirring, the m xture by
heaki ng un8emthes < (< ol exadeay yaxypropys) TN (48 46 mmol )

of nmethyl 12- hydroxyoct adecanoat e was added drovm e thereto over a period
of 1 h2 Af e YT IO (X2 kel zoek adenadigaVAPEY)IZe was furt her
stirred under the sanme conditions as Ihc descELbed boye for an

addi tional aYa:d:a HL el ed by silica gel
flash colum chr rphy y_oi¥e. - paund (11 -Aa)
at a yjel d°ﬁrneFA’00)hnaft : ' ata : — : obt ai ned
corrpound are as follows: 50 . mp.: 70.8- 71 3I CIR: 3352 2926, 2854.

1617, 1473, 1122, 1077 cgr 1H-N é;%é,ﬂ g 88 (t, J=6.3Hz,

1.12-1. 82 (%HSGP{) 2\51 Lm(’ 1)8 2 B30'fm 15H) 55 10 EP0398
. .272B1 Exanple 7 €€’

30 H’/ N\ H H/ J:

(1) Synthesis of methyl 16-(9Z,12Z-octadecadienyloxy)hexadecanoate (V-Ba):
35
272 g (10 mmol) of 16-hydroxyhexadecanoic acid, 50 ml of dry tetrahydrofuran, 5 ml of dry
N hexamethylphosphoric triamide and 0.24 g (10 mmol) of sodium hydride were introduced into a 300-ml four-
necked flask equipped with a stirrer, a dropping funnel, a thermometer and a reflux condenser and stirred at
room temperature under a nitrogen gas stream for 30 min. Next, the mixture was cooled to -70°C and 6.25
40 ml (10 mmol) of a 1.6 N solution of butyllithium in hexane was added thereto. The resulting mixture was
heated to room temperature over a period of 30 min. and 0.24 g (10 mmol) of sodium hydride was added
thereto. The mixture was further stirred at room temperature for additional 30 min. Then 9.25 g (22 mmol) of
9Z,12Z-octadecadienyl p-toluenesulfonate was added dropwise thereto and the mixture was heated to 65°C
under stirring for 18 h. Then 150 ml of dry methanol was added to the reaction mixture and the resulting
4 mixture was further stirred at 65°C for 1 h. The reaction mixture was cooled to room temperature and the
oexcess alkali was neutralized with an aqueous solution of ammonium chloride. The reaction mixture was
extracted with toluene and the solvent was distilled off under reduced pressure. Then the residue was
purified by silica gel flash column chromatography to thereby give 0.72 g of the compound (V-Ba) at a yield
of 13.5%.

(2) Synthesis of amide derivative (lI-Ba):

The compound (V-Ba) obtained in the above item (1) was reacted with the amine (IVa) obtained in
Example 1 (1) in the same manner as the one described in Example 1 (2). Thus the compound {I-Ba) was
65 obtained in the form of a colorless powder at a yield of 71%. The melting point and IR and 'H-NMR data of
the obtained compound are as follows:
m.p.: 63.0~64.3°C
IR: 3304, 2920, 2854, 1614, 1467, 1116, 1062, 720cm™

11
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&

' Synthe5| st of

. N (2- hydr oxy- 3- hexadecyl oxypr opyl ) - N- 2- hydr oxyet hyl - 16- hydr oxyhexadecanam d
e (Il-Ab) [am de derivative or tEpg ssgwmads fornula (11) wherein R3 is

- Cl6lHag and R50R4 is HQ(CH2)15]: 6 The anmine (lVa) obtained in Exanple 1
(1) was reacted with methyl 16-hydroxyhexadecanoate in the sane nmanner as
‘thé one dedtNMBELCRGh)Exanple 1 (2) to thereby give the conmpound in the form
of a.col or PELDIEGWEH)K &?5"a7g(h'e7%*)of' BFE2 (MhE)m2I3¢, nlg7r?b|¥ r2H). aﬁW(btRJ BhoHz,

1HWNUR ha 339 t +eB- @B 4 @3 1HSM d¥H)a B4 =is44(rp [4Hbws : m p.: 80.6-81.5*
C1R 337 2920 2854 16268 1596. 1473. 1131. 1062 723cm 1H NVR( a,
- coal | P Besgef = 6.6 Hz, 3H) 0.961.80(m 54H), 2.30-2.48 (m 2H),

3.24-4.17(m 15H) i 5 Exanple 8 Synt hesis of

‘N-(2- hydr oxy- 3- exade%vl O)i p o I

2- hydroxy.h BLE0251 92 4cYBELRY S 52 S (1 -Ba) Cam de
r

deriv t|ve | or er ei Cl H33 and R50-R4 is 25
f Q.xgxn:gv? E %iz @éwg‘ﬁéga ggzi §22C C L 30

Csdi C'\ Y
16- (92, 12Z6cFadeeat XY et eearoe e g (10 mol) of

H/H H
~ 16- hydr oxykg o d§9 : §E§5 %gaagso‘iﬂ i%f dry
‘hexanst hylE ' O—RH de were

i ntroduced into a 300 m four- necked fIask equi pped with a stirrer, a
droppi ng funngl , a therre)peter and n enser and stirred at room
teimerature% %dér (rogeh‘@zrahs/s re?a ¢ (gg *nth. Next, the mixture was
cooled to -70* %h ag ( Ornm)l) of a 1.6 N sol ution of

but y1%i t hi um i n hexane 7 added thereto. The resuPt’l ng m xture was heated
to roomtenperature over a period of 30 mn and 0.24 g (10 mml) of sodium
~ hydri de was added thereto. The mxture was further stirred at room

t t dit Q.M 2 | f 97,1
zgnggrgdg °s's °?9'°th Ptr}%lﬂégu??rggcaaﬂen°yv?é@'%56%8% %?glp se)tﬁer eto and the

: t
?etxh% mﬁféﬁ e&mauponﬁgny%wgfa n%;adg (ol 531 o' dhar gl 4P rz@!eﬁa &E 9, s

. : éityiph
further shtdrd & f@hﬁel an&atf¥fmohn @25 E% n’lrF?Jr) il odfi bdf OOM
t enper aldrbpisé! MHéretd 18t @&ﬁ&&ﬁps?dtdf@-hhdev\@tﬁmﬁ%f & lpbrfoR Chr W1 h\ﬂ@lnth@%ﬁ Bifon P tﬂét i on
Of  ArgIDRAUAINoNCIA Gbitele wasT ThRhek QEH] D Foo tSrbBrAUrSRS 46 itk CisBiflng it fo bNHERRerAN
the sol vemnteduiessile, e rodih@d wab buritBAIBY sifc@ GAAGRSh dolufa THoMatoghih td RGrebyeieBiB WaS
pur|f|eddb;hesompwad@eia)itlaamiuu:et%mn chromat ography to thereby give 0.72 g
of the compound (V-3a) at a yield of 13.5% 60 (2) Synthesis of am de
der i vat i) Syqthasis BhgmideTdesvatiem@i®elnd (V- Ba). obtained in the above item (1) was
..react®d with the amne (l1Va) obtained in Exanple 1 (1) in the same nmanner
as the on@W<EEmpRdPfthe com &/-Ge) pbtyinedTip the abeye ite (POLBRD (5| M@’ thaemings
obtai ne V?) [Poieed P&Xm‘d‘r 141 @pd 8,78 ©-25 Gaepdrof a?tasa'uvuter-wwm e fedrinte aidtmli ng
poi nt  afiffk SR '%ﬁ’?ﬂl ([?f—'( Jorping fypasy ?%fha'i"}? jlingaiuge- Jhenrthy mixjuee was
stirred b ating under r

uced pressure (80°C/2.74xPa (20 Torr) for 30 min. The crude product thus
40 obtained was purified by silica gel column chromatography and ge! chromatography to thereby give 1.65 g
of the compound (lI-Ca) at a yield of 38%. The meltmg point and IR, 'H-NMR and MS data of the obtained
compound are as follows:
m.p.: 58.2~589°C
IR : 3304, 2020, 2856, 1734, 1612, 1464, 1440, 1216, 11668, 1108, 756, 720cm™!
45 'H-NMR(s, CDCl3):
0.80~1.00(m, 6H), 1.00~1.73(m, 60H), 1.95~2.16 (m, 4H), 2.28(t, J=7.5Hz, 2H), 2.39(bt, J=7.7Hz,
2H). 2.77(bt, J=5.9Hz, 2H). 3.23~4.25(m, 13H). 4.05 (t, J=6.6Hz, 2H). 5.26~5.47 (m, 4H)
MS (FAB, POS):
877(M+1), 859, 634, 596, 360
60 (FAB, NEG):
875(M-1), 873, 831, 613, 534, 359. 305. 279

Example 10
55 The dermatologic preparations of the present invention comprising 10% of each of the amide
derivatives of the present invention listed in Table 4 and 90% of squalane were prepared. Then the

transepidermal water loss and percutaneous absorption of each of the dermatologic preparations were
evaluated in the same manner as those described in Example 4. For comparison, a comparative der-
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- moxture Wegample! 8. /FRH coiipal@AL b HBrm&IBGIE prpakdficR CireB I tiomS aHy CantiddDadrivative/
Torr)) f oivedtiontdmparkiv® prddusipwar leCiilaRl irf the!SantéCnaakdr iabI6 € siifharl2sy thd feSihs D
col utm chr omat ogr aphy and gel

"si'l'ica ge

1.65 g, of t-he conpound (I1-Ca) at a

50

56

chr omat ogr aphy
ef 38%

K‘P@Ie

ont

to thereby glve

13

- .7 '63.0-64.3* C IR 3304. 2920, 2854, 1614, 1467, 1116, 1062, 720cm1
'EP0398272B1 1H NWVR(.a, CDC13): 0.80-0.95(m 6H). 0.95-1.70(m 72H)
1.95-2.12 (m 4H), 2.39(t, J=7.7Hzgp glfhg oo g7 (bt, J=5.7Hz, vi 2H), 3.39 (t,
-J=6.6Hz, 4H), 3.23-4.23(m 13H), 5 24 5.44(m 4H) 5 Exanple 9 Synthesis of
- N-(2- hydroxy 3- hexadecvl oxypropyl )-N- 10"
2- hydr oxy etatolobic pfepdration cdrdpfisiog sopaladatbne wasydiso6ygluated CTabld dGanmafize€thé tdsuilsa)
‘Cami de derivative of the 3 5 4 general formula
(I''Ywherein Ris C6H33 and ROR is Ile4 ~~ CsH | a Cz
(CHz) 7Q2 (CHzZ) - _C=C C=C 20 HH/ HH
(1) SymthEsis of et Nyl T6amREdgmaveC! ddmsqb.emmlvmsmexa&&m&wes&own )
25 4.30 ¢ +5 IIIIU METTTyT U1y yrexagecanoare; : oo of
ol of ¢ LR 9 ybrtgn | SEAn o B 0D oy ARG, ne ol 100k B
tetrahydr pf uran were f*domp‘otuﬁitﬂE)BOQH-Aﬂ) flaskzaqulapped Wit h a sfeizry7er, a
dr oppi unnel and a { PAZAN ot ) qf dr e VAP
' azod| Cg?bjxy| ate was a{qu WH‘JEEH\AI gﬁlgﬂ%rnfn Q?i}gn(ém tenmder Qflli@ IIh er
stirring pver a period odmppusl of Bk Odi-Ca)He comtetiddn of tlhe 9034@ddir®i on, |t he
m xture wagonﬁdéﬁgoher st if &4u@fdneAdionb OOM tenper at gggtfg@r 4 h. Aft@ézod.lz'ibl I ! ng
of f t he sotvent—umder—reducet—presstre—the—restdue—was—pur+Hed—by—s++tca
gel flash colunn chromat ography to thereby give 6.76 g of the conpound
(V-Ca) at eId of 82% (2) Synthesis of am de derivative (I1-Ca): 36
- 2.74 g (5 of t he conpound (V-Ca) obtained in the above item (1), 1.80
g &/ mmol) echthahe ngla%) d?ﬁ\mi\%' g&sg\)t( %npntlo gi ﬁ%lo jc prg 2ar8at|<91s
mol ) of paf ;m Fii i I "y &ﬁwh
a StirPer o gack bRBRk BOIMbIWRE Siin Ehappil WA Geh lﬁ'-:fted% easa b%dn rag%edﬁ %asc: Nt he

The nelting p0| nt and IR, ..
58.2-58.9

1H NMR*and MBS data of the obtai ned conpound are as follows: mp.
*C IR 3304. 2920Q 2856, 1734. 1612. 1464. 1440. 123% f%flg@’ g}égs 756.
720cm 1 45 CHENMRCA  CDCIAY: 0.80-1.00(m 6H) m
1.95-2.16 [m 4H), 2.28(t, J=7.5Hz, 2H). P.38¢Bhtidn" H‘aaﬁpa?,_.la)t,lv% /7(bt, J
=5. 9HZ 4 2H), 3.23-4.25(m 13H), 4.05 (t, P préafibes 2 m 4H)
VB (FAB  Posy | .
- methyl-branched isostearvl 2.0
_ glyceryl ether * 2.0
| ., 35 2-0ctjldodecyl myristate '10,0 10.0
\,« vaseline | 3.0 3.0
squalane 5.0 | 5.0
w0 - —i-
tocopherol acetate 0.5 0.5
ami.c.‘.e derivative 1.0
(refer to Table 6) ’ -
45 ;
water the balance | the balance



877(M'%+ 19, 859. 634. 596. 360 60 (FAB, NEG: 875(M 1), 873. 831. 613.
‘534, 359. 305. 279 .-Exanple 10 55 The dermat ol ogi ¢ preparations of the
present invention conprising 10%epqfaggadeB gaf the ami de derivatives of the

. .pr-esent invention listed in Table 4 and 90% of squal ane were prepared. Then
"~ the transepidermal water |oss and percutaneous absorption of each of the
dermat ol ogi c preparations were eval uata®éi n the sane manner as those
described in Exanple 4. For.conparison, a conparative der- 12 EP 0 398

272-81 frai ol 0gi C_Prepdr al | QRiad e N9 SAHGDRERaAeRP Bsd T osdl cheppmg Scate ] ¢
Tabl e 4 fstmmertzes—thg—trestut-ts—Fabte O Adn de
“der i vAt { Jention prodych s d OTePYIE of B8 BIrA%) s PeABduitTdheous hbsorbEB8A Prodluct
of Inveption conpound @mpbund ofEx ¥ [I-2BR) 208%63/. 3 12204 124t
36. 2 cofrpound of EXx. TT= ' 084 ~—516—%7210
conpounfi of Ex. 8 (Il _é‘é)gnpou/?m)fEx.q(y-BEf Q2 9 12.1£ 4.2 | _77q0.§r=9.g 8
conpoygngl_of Ex. 9 (I {Gaepound of Ex]8|(liCa) 4. 2 123+ 4.3 340 0d203

Conpar i $ @3mparative produckqual ane al one ' 286+98 o9 90|t 9.

1220 246 1’% Em.p.pic —+-By—trstg—each-of—the a“t“ r?c eet 'ati‘:%&:i%? t+he-

present invention, the dermatol ogic preparations of the 20 present

| nventi qgalof the conposition as specified in Table 5 (emul sion cosnetic)

' m . ) . ;

wer e @r ffect of each.pr f rqvi ng skin chappi ng was
~eval uated | %qﬁrﬁgyﬁgﬁew"ﬂgﬁﬁ%arwﬁ%g{;ﬁg'gﬂ’g&%é’gbﬁ’ ggda'i'ﬂ' Exanpl e 5. For
-conpari §0Na, &ni 2Am J ) ' free fr any am de derivative of
thte-..z'presentn?hr‘]'ge:zri]dt?'ivs%l)'g4 %%%Bg{j g?lﬁ\%g;"%vﬁ cﬂ?@?r? fmmﬂgg]g\?al uated in the sane
manner. Table 5 summarizes the results. 25
‘Tabl € 5 (% by weight) |ngent¢ap, oGonparative 30

products product nethyl - byanched i sostearyl
2.0 2.0 gl yeryl et
. 35 2-octyldodecyl nyri s%ﬁlat e HOH 10.0
.10. 0 yasel i ne - | | (I)3.0
3.0 squal ane R--C-—-I?I—CH,_ 1 5.0 I
5.0 tocopherol acetate 0.5 | _O.;

i
.. | amide derivative | (refer Ctth, Odbl,eD ) 46

50 . . . :
wherein R' and R? represent each a straight-chain or branched, saturated or unsaturated hydrocarbon

group provided that one of them carries 26 to 39 carbon atoms while the other carries 9 to 39 carbon
atom).

- 2. An amide derivative represented by the following general formula (ll):

R*OCH:
_ I
“0 0 " CHOH
il | (II)
R®*0—-R*-C~—-N—-CH.
45 , CH:CH.OH

wherein R3 represents a straight-chain or branched, saturated or unsaturated hydrocarbon group
carrying 10 to 40 carbon atoms; R* represents a straight-chain or branched hydrocarbon group carrying
3 to 39 carbon atoms; and R® represents a hydrogen atom, a straight-chain or branched, saturated or
unsaturated hydrocarbon group carrying 10 to 40 carbon atoms or a straight-chain or branched,
saturated or unsaturated acyl group carrying 10 to 40 carbon atoms.

50

3. A dermatologic preparation containing an amide derivative as claimed in claim 1 or 2.

56

14



. _Wgtrér ' lthe bal ance the
o ansapi dor mal vat er 1095 skt iﬁ@iﬁ;z;ﬁ?edg “ 'nXZ‘E't .Villllllliﬂl IIIM lllll I [||l

conmpound of Ex. 6 (Q-Aa) 25.4t 7.8 .3 cobnmpburd *
. of .Ex. 7 (I1-Ab) 22.8t 6.3 1.2 + 0.4 corrpound of Ex. 8.
(1-Ba) Claims ¥0r, the folldwihg Contracting State: E5 8 + (0. 3 conpound
of Ex. 9 (il-Ca) 12.3t 4.3 0.9t 0.3 Conparative '

pr dduct 1. A process for preparing an amide derivative repregemited by thedollowing general formula (I t (. 7
Clains Clains for the followi ng Contracting States: AT, CH DE, FR GB, Li,

NL * =P8, 1. An am de derivative represent ed by the foI | om ng gener al
formula (1): 20 R'CH:OC Hz RCHzO CHz O CHOH
11 - 1 () 25 Rz C

N CHCH2C H20 H 30 \/\herel naRl and g;g)ggsent each a straight-chain or
branched, saturated or unsatufliated hydr n group prov d’gd t hat one of
.themcarries 26 to 39 carbon Qtom; whill e the ot her carrle‘st to 39 carbon
atonm). 2. An ami de deri vBUV’eCre'pNe?eﬁt Bz by the followi ng general formula
(li): 85 R3 - C Hz 40 0 CHO
Hl | CH CHIDHS50-R4-CNCHz 45
C HzC 18z0 H wherein R3 represents a strai ght-chain or branched, saturated
or unsaturated hydrocarbon group carrying 10 to 40 carbon atons; R4
represents ahaeéin & gitt Rohpresenioractha streightachain \od braached) saturgted apunsaterated hegrd@@arben 39
caxbon at ongroumprdviglel that precefdivems carriel 6l taodfosartan avams whitst theadtp tcaridscd o 38 rcarbon
branched, satous.athish compriggsgeactinga contproupd piohaiote Mt oup carrying 10 to 40
. .carbon®atons or a straight-chain or branched, saturated or unsaturated acyl
‘group carrying 10 to 40 carbon atons. 3. A dermatol ogi c preparation
contai ning an am de derivativeRasGHlA0Q¢H,in claiml1 or 2. 55 14

- |
- CHOH
; (I)
HN—CH: '

» |

CH.CH-OH

35 wherein R! is as defined above, with a fatty acid iower alkyl ester of formula R2CO,RE, wherein R? is as
defined above and RS is a Cy—s alkyl group, in the presence of a base catalyst.

2. A process for preparing an amide derivative represented by the following general formula (ii):

R30CH:
o

CHOH
IOI [ {(II)

R*0-R*‘-C~-N-CH:
|
CH.CH:0H

50
whergin R?® represents a straight-chain or branched, saturated or unsaturated hydrocarbon group
carrying 10 to 40 carbon atoms; R* represents a straight-chain or branched hydrocarbon group carrying
3 to 39 carbon atoms; and R® represents a hydrogen atom, a straight-chain or branched, saturated or
unsaturated hydrocarbon group carrying 10 to 40 carbon atoms or a straight-chain or branched,
55 saturated or unsaturated acyl group carrying 10 to 40 carbon atoms, which comprises

15



EP 0398 272 Bl 1 L 1da IM ML’I’# /’
following Contracting State: ES 1. A process for preparing an @ l

derivative represented by the folémmﬁ@ﬁral formula (1): 5 R c fi
0 C HO 10 [
(13 16 wherein Rl and R2 represent each a stral ght-chai n or branched,
sat urated or (Ameagtingranewie Heritative efitheofarmyladlyp provi ded that one of them
carries 26 to 39 carbon atonms while the other carries 9 to 39 carbon atonmns,
whi-eH conprises reacting a COWO[SB%(?{I the formula (I111) 20 R CGHzOCI Cz 2|5
CHCH | (I'mM HN -CH z
CHzCHAOH 35 wherein R is as def|ned above, with a fatty acid | ower
al kyl ester of formula RRCO2R6, wher l‘l is as defined above and R6 is a
"G~ -s alkyl group, in the presence o(f? Z”Egse catalyst. 2. A process for
preparing an amide derivative represgnted by the( I) oW ng genezgg)fzgrrulla
(rn) 0O CHz O CHOH 11 .
ROR 4'5 NCHa CHz CHZ20 H E&N\%eq i:hh R3 represents a straight-chain or
branched, saturated or unsaturatkd hydrocarbon group carrying 10 to 40
car bon atgmts \é\g repLesents a stgglpgtm%g i n o; br aﬂggsgggﬁd;?g%r bgn gr oup
- carrying o] carbon at ons; esents a
strai ght-chain or branched, saturated or unsaturated hydrocarbon group
carrying 10 #imrekDRTiambddefined dhioee, @fth & hikrdx@ifgl beid RabralQr sshé anvdRenulDE-A) or a
sat ur at ed or hydrgwntaty adidlectane wt thgfoouyte @Br ryi ng 10 to 40 carbon atons, which
conpri ses C EP 0 398 272 Bl (a) reacting an am ne derivative of the
formul a (1V)HE-R*COR"  (V-A)

20

\

4

. R’/ c=0 (V1)
.25 0
wherein R?® and R* are as defined above and R’ is a Gi~s - alkyl group, in the presence of a base
catalyst; or
30 (b) reacting a hydroxy fatty acid of the formula (V) or a hydroxy fatty acid ester of the formula (V-A)

HO - R*CO:H (V)
HO - R*COR’  (V-A)

. wherein R* is as defined above and R” is a C -5 - alkyl group, with an alkyl halide of the formula
./ (Vi) or an alkyl sulfonate of the formula (VIll)

RSX (Vi)
40
RS0S0zR® Vi
wherein R° is a straight chain or branched saturated or unsaturated Cio-40- hydrocarbon group; R®
is methyl, phenyl or p-tolyl; and X is CI, Broor I;
45 in the presence of a base, to obtain an etherified fatty acid ester of formula (V-B)
R°0 - R* - CO: R/ (V-B)

wherein R*, R®> and R’ are as defined above; and further reacting with an amide derivative of
50 formula (V)

55
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! Rgod_{12 CHOH 5 | ~~~~~~~~~~ \/)

' R 1T
as defined above, vvlth a hydroxy fgptd sogeemd ower al kyl es '
formula (V-A) or a hydroxy fatty acid | actone of the formula (VI)

HO RACO2R7 (V-A) 20 Rex C =0 (V1)
25 0 Wnere n R3 and R4 are as defined above and R7
is a C-s - alkyl group, in the de of a base catal yst; or 30
(b)~feacting a hydroxy fatty acid of he forrrula (V) or a hydroxy fatty
acid ester of the formula (V-A) HO - &ﬁ HO - R4C02 R7 (V-A) 36
wherei® R4 is as defined above and R - - aI kyl group, wth an al kyl

halide of the fornula (VI1) or an alkyl sulfonat( Ef)he formula (Vil) R5X
(VI1) 40 R5 0OS02 RS (Vil) wher is a straight chain or branched
saturated or unsaturated Clo 4Ofﬁ*1ydﬁzgar bon group; Rs is nethyl, phenyl or
ptolyla, and X is d, Br or I; in the presence of a base, to
obtainan etherified fatty aC|d ih ﬁrfeéjﬁ”mla (V-B) RS0 - R4 - C021R7
(V-B) wherein R4, R5 and R7 are above; and further reacting with

an amide derivative of 50 formula (1V) 55 16 EP 0 398 22B1
C L M SwirgRitCkizs 55 defined above, in the presence of a base catalyst, or CHCH |
(W HNys CHz 1) condensing a hydroxy fatty acid ester of formula (V~-A) i CH 2CHz20H
; HO - R*CO.R?  (V-A)
wherein R* and R’ are as defined above,
20 with a fatty acid of formula (IX)
RCO:H  (IX)
wherein R? is a straight chain or branched, saturated or unsaturated Cs-3s ~ hydrocarbon group,
25 in the presence of a dehydrating agent to give an acylated fatty acid ester of formula (V-C)
R®CO: - R* - CO:F’ (V-C)
wherein R* R” and R® are as defined above,
30 which is then reacted in the presence of a base catalyst with an amide derivative of formula (IV)
R30CH:
35 l
o CHOH |
e | (V)
HN— CH:
40 !
CH.CH-OH
45 wherein R3 is as defined above.

3. A process for preparing a dermatologic preparation containing an amide derivative as prepared in claim
1 or 2 which comprises blending an acceptable base with the amide derivative.

50

55
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““whereih R3 is as defined above, in the presence of a base catalyst—e+r—316—

(C) condensing a hydroxy fatty acid ester of formula (V- A) -

«(V-A) wherein R4 and R7 are as dgpiorsed 2sdpye, 20 m “\E‘ﬁﬁ&\m“
of formula (I X) RCOZH (I1X) wherein RO is a straight ch

-saturated or unsaturated Cg-39 - hydrocarbon group, 25 |n t he

pr esencdPatsntanspitiehedr at i ng agent to give an acylated fatty acid ester of
fornul a ’MP"@}‘SRQM"- folgende mwusstaaw- &Y, Gth PESR GRALRL and RO are as

defN-ned above i is then reacted in the presence of a base
cat al %ilst \Am'ﬁdeé'ﬁafaﬁﬁgaﬂe'%f'?'\/%ﬁ folgendg pligepping, Fosme(By) R30CHz 35 CHOH K> |
(lv) HN CHz 40 1 CRZCH OMH 45

wherein R3 is as defined above. A rocess for preparing a dernatol ogic
preparation containing an anldeRdG ye as prepared in claim1l or 2
whi ch conpri ses bl endi ng an acceptablj base with the ami de derivative. 50
55 17, Pat ent anspr Uche Patentanspri che fU fol gende Vertragsstaaten AT,
- CH, Dﬁ FR, GB, Li, NL 1. Am dderiyvat CH@Hgestellt durch die fol gende

al i genei ne For el (I): 5 R CHI OCH, _-u _ 10 10 (qfHOH R G N-CHG CH CH OH 22
20 worin RL und R2 jeweil s eine adKettige oder verzweigte, gesattigte
‘oder ungestttigte Kohl enwasser- RtOMN- pe darstellen, mt der MafBgabe,
.daB esne von diesen 26 bis 39 Kohl enst off at one aufwei st, wahrend di e andere
9 bis 39 Kohl enst of f at one auf wei st .

Y CH,CH OH

20
worin R! und R? jewsils eine geradkettige oder verzweigte, gesittigte oder ungesittigte Kohlenwasser-
stoffgruppe darstellen, mit der MaBgabe, daB eine von diesen 28 bis 39 Kohlenstoffatome aufwsist,
wihrend die andere 9 bis 39 Kohlenstoffatome aufweist.

25 2. Amidderivat, dargestelit durch die folgende allgemeine Formel (li):

3
R OCH
2
w | |
CHOH
T @
5
% R’O-R*.Cc.N-CH ,
:\_4" ’
CH,.CH

40

worin R® eine geradkettige oder verzweigte, geséttigte oder ungeséttigte Kohlenwasserstoffgruppe mit

10 bis 40 Kohlenstoffatomen darstelit; R* eine geradkettige oder verzweigte Kohlenwasserstoffgruppe

mit 3 bis 39 Kohlenstoffatomen darstellt; und R® ein’ Wasserstoffatom, eine geradkettige oder verzweig-
45 te, gositiigte oder ungesitiigte Kohlenwasserstoffgruppe mit 10 bis 40 Kohlenstoffatomen oder eine

geradkeitige oder verzweigte, gesittigte oder ungesiittigte Acylgruppe mit 10 bis 40 Kohlenstoffatomen

darstelit. _

3. Dermatologisches Mittel, enthaltend ein Amidderivat nach Anspruch 1 oder 2.

s0
65
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26 *2.° Afidderivat, dargesteiit durch die fol gende all gerrm ne Formel (I1) ;
3 R OCH2 30 CHOH 5.35 m I‘{H“l
.OH 2 2 40 worin R3 eine geradksffigpe sgd@r2\sr zwei gt e, gestl

of f at orfen

ungesattigte Kohl enwasserstoffgruppe nmt 10 bis 40 Kohl enst

darstellt; R4 eine geradkettige oder verzwei gte Kohl enwasserstof fgruppe mt
3 bis 39 WWMQHMG%VS'FEQQWHF% R5 ein V\asserstoffatom ei ne

‘ger adketti ge oder verzweig gesfttigte oder ungesattlg
KoftenwasbeVetabrengrm ﬁb@tepﬂ"te'"tﬂ"“ﬂ'ldﬂe"ﬁ‘!}s Rﬁﬁ?s@ﬂ*sﬂ”@f‘ fligiieignadle Ylgarpeing; Fﬁé“e' U2
geradkettige oder verzweigte, gesattigte oder ungesattigte Acylgruppe mt
10 bi s ®40 Kohl enstof fatonen darstoilt. 3 Dernmatol ogi sches Mttel,
~enthaltend ein Am dderivat nach RA‘@-PG@]!? 1 oder 2. 60 6S 18 EP 0 398 272
Bl Pat entansprUche flr fol genden Verd r g%staat: ES JY - 1. Verfahren
zum Herstel l en eines Am dderivats, darEest elit durch die fol gende

al I gengjne Fornel (1): 6 1 R CH2 2 OH

CfRHH (1) RCNGR 16 @

| CH2CR2OH J2 worin Rl und R2 je | s 'ei ne geradkettige oder verzweigte,
geslttigte oder ungestttigte KohReQws: - 20 stof f gruppe darstellen,

mt der MaBgabe, daB eine von diesen|{26 Dis 39 Kohl enstoffatone aufweist,
W hrené di e andere 9 bis 39 Kohl enst of f at one auf wei st, wel ches das

‘Reagi erenl assen ei ner Verbin- dung dSHzﬁﬁiﬁﬂ (1) 251 R CH2QCH2 CHOH 30
Cl1

worin R und R? jeweils eine geradkettige oder verzweigte, gestittigte oder ungeséttigte Kohlenwasser-
20 stoffgruppe darstellen, mit der MaBgabe, daB eine von diesen 26 bis 39 Kohlenstoffatome aufweist,
wihrend die andere 9 bis 39 Kohlenstoffatome aufweist, welches das Reagierenlassen einer Verbin-
dung der Formel (lll)
= R' CH,OCH
2 2
CHOH '
a0 l ()
HN-CH2
o CH,CH,OH

worin R! wie vorstehend definiert ist, mit einem Fettsiure-niederem Alkyl-Ester der Formel R2CO2RS,
worin R? wie vorstehend definiert ist und RS eine Ci—sAlkylgruppe ist, in Anwesenheit eines Basekata-
40 lysators umfaBt.

2. Verfahren zum Herstellen eines Amidderivats, dargestelit durch die folgende allgemeine Formel (li):

45 3
R OCH,,

()

50

T CHOH

® O-R* -C-IT-CH )
56 CH2CH 20H

worin R® eine geradkettige oder verzweigte, gesitligte oder ungesiittigte Kohlenwasserstoffgruppe mit

19



\I;l(l;l; St;lgr;:angesdefl niert ist, mt einem Fettsgure-ni ederema,:lzg;lzomﬂmm”!mn”"l

Forml R2C02 R6, worin R2 wie vor gpajiggphydadd niert ist und R6 eine

Al kyl gruppe ist, in Anwesenheit eines Basekata- 40 | ysators umc aft

Ver fahren zum Herstel | en ei nes Am dderivats, dargestellt durch die fol gende
“al | genei ne 16dismM8| Kohlenstoffaid@en darstellt; R* eine geradkettlge oder verzweigte Kohlenwasserstoffgruppe 3
'ROCH2 12 6Mmit-3 bis-39-Kohlenstoftglamen darstelit; ond|RiBinWassesto@om, eine geradkettige oder verzwelg-

CH ©A OH 2 ' opsfittiole qusr wiopwdittigier Kohlemyassepriofigryene mik19 Wisi 49tkehlerplofiaterenyedsr eirer
unges~tti gtgen aﬂ@ﬁﬂ%?ﬂﬁé&%@eﬁ%ﬂﬁéﬁmﬁ paer HRgesifligte Acylgryppg it ¥hbixdhikebleas Rt men
~darstéllt; dP(&"’@ﬂYﬂ? radketti ge oder verzwei glte Kohl onwasser st of f gr uppe mit

3 bis 39 Kohfaé?f’?t':f?f";f'?{?'ﬂfﬁiﬁ'f olpe g‘%’f"@?’ﬂ"i’a‘,‘sqj’ﬁﬁ°’ﬂ5 '™ n Wasserstoffatom eine
geradketti ge oder verzweig- te, ges~ttigte oder ungesgttigte

Kohl enwasser st of f gruppe nmit 10 (Z {Z_llg Kohl enst of f at onen oder ei ne
geradkettige oder verzweigte, ) 2gt e odor ungesgttigte Acyl gruppe mt

10 bis 40 Kohl enstof fatomen 5 darstellt, welches (a) das
- Reagi erenl assen ei nes Am nderivats der Fornel (1V) le OCH 10
R 2 CHOH HEN-CH 2 | 2 CH EHQH 20

2 2 wrin R3 wie vorstehend definijrt ist, mt ei
Hydr oxeyf et t saur e- ni ederem Al kyl - er der Fornel WA) oder ei nem
Hydr oxyf et t sdure- Lact on der Form (‘IVI) 25 HO R402 RY (V-A) 30

: 0 I)035 worin R3 und R4 wie
vor\s-t’ehend deflniert sind, und R eine C-s-Al kyl gruppe ist, in Anwesenheit
oi nes Basekat al ysat ors; oder (b) i erenl assen ei ner Hydroxyfettsure

der F& el (V) oder eines Hydroxyfettsaureesters der Fornmel (V-A)

worin R® wie vorstehend dsfiniert ist, mit sinem Hydroxyfettsdure-niederem AIkyl-Ester der Formel
(V-A) oder sinem Hydroxyfettsdure-Lacton der Formel (V1)

25
HO—R*CO2R’ (V-A)

4 ‘ . .
30 R —C = 0 (VI)
0
35 worin R® und R* wie vorstehend definiert sind, und R? eine Ci—s-Alkylgruppe Ist, in Anwesenhsit
: eines Basekatalysators; oder
N (b) das Reagierenlassen einer Hydroxyfettsure der Formel (V) oder eines Hydroxyfettsdureesters
der Formel (V-A) .
40 HO - R*CO2H V)
0 -R'CO:R7  (V-A)
worin R* wie' vorstehend definiert ist und R7 eine Ci1—s-Alkylgruppe ist, mit einem Alkylhalogenid der
a5 Formel (VIl) oder einem Alkylsulfonat der Formel (VIII)
REX  (VI)
R?0S0:R® (vim
50
worin R® eine geradkettige oder verzweigte, gesittigte oder ungesittigte C1o-+0-Kohlenwasserstoff-
gruppe ist; R? Methyl, Phenyl oder p-Tolyl ist; und X Cl, Br oder | ist;
in Anwesenhsit einer Base, um einen verstherton Fettséureester der Formel (V-B)
‘56 R0 - R* - CO:R? - (V-B)

zu erhalten, worin R*, RS und R’ wie vorstehend definiert sind; und weiterhin das Reagierenlassen
mit einem Amidderivat der Formel (IV)

20



40 * "7 *HOO R4CRH (V) HO - R4ACO2R7  (V-A) worin R4 wie vorstehond :
défl'niert ist und R7 eine Cl -5-Al kyl gruppe ist, nmit einem i’!m!wl")mmmm
der 45 Formel (VII) oder eigeggdglsyd gyl fonat der For bariac /L,
(VI'l) R50S02R8 (Vill) 50 worm Rs ei ne geradkettige oder verzweigte,
gesattigto oder ungesattigte Cl0-40-Kohl enwasserstoff- gruppe ist; R3

Met hyl , Phonyl odor p-Tolyl ist; und X A, Br oder | ist; in Anwesenheit

ei n@f: Base, um eonen veretherten 'Fﬁléég&eester der Fornmel (V-B) 55

R50™~ R4 - CD21R7 (V-B) zu erhalTe rin R4, R5 und R7 wi e vorstehend
~definiert sind; und weiterhin das Real;i erenl assen mt einem Am dderivat der

Formel {1V) 20 EP O 398 272 Bl | | el 1L
C11 0 0sIT 111 Ky CHOH ROCH, CHOH I .
(IV) HN-CH 10 , vy 2 CH CHOH 15

“worin R3 wie vorstehend definiert i n Anwesenheit eines
Basekatgl ysators, oder (c) das Kon ﬁg'leren ei nes Hydroxyfettsaureesters
der Fornmel (V-A) HO - RACO2R7 (V- 20 worin R4 und R7 wi e vorstehend
definiert sind, mt einer Fettsaure der Fornel (I1X) RO0OCO2H (1)O 25 worin
RO eine geradkettige odor verzwei gt EH4dsOH-i gt s odor ungesattigte
Cs- 39- Kohl enwasserstof f- gruppe ist, in Anwesenheit eines
Dehydragi si erungsmttels, umeinen acylierten Fettsal ureester der Fornel
(V-C) 30 worirRSPGO& vorstdRénd defilétRgt, in AgWeséhei binddrBasdkhi@ifsatovdDbded R4, R7 und Rs
W e vor st ehend) dsf Kondapsibres sinas, Hydexyfalisdureebtors AmHeswsn (VeA)t el nes
Basekat al ysators nmit ei nem Anmidderivat der Fornel (l1V) 35 J>
. RBOCH2 40 HO - R'CO:R”  (V-A) ' CHOH
20
worin R* und R’ wie vorstehend definiert sind,
mit einer Fettsdure der Formel (IX)

R°CO:H (X
25
worin R? eine geradkettige oder verzweigte, geséttigte oder ungesittigte Cq—3g-Kohlenwasserstoff-
gruppe ist,
in Anwesenheit eines Dehydratisierungsmittels, um einen acylierten Fettsiureester der Formel (V-C)

30 " R®COz - R*-CO:R?  (V-C)

zu erhalten, worin R*, R7 und R? wie vorstehend definiert sind,
der dann in Anwesenheit eines Basekatalysators mit einem Amidderivat der Formel (IV)

_ 35
Y . K OICH 2
40 CHOH
- B )
HN-CH 2
. |
CH 2CH 2OH
60 reagiengelassen wird, worin R® wie vorstehend definiert ist, umfast.

3. Verfahren zum Herstellen eines dermatologischen Mittels, enthaltend ein Amidderivat, hergestellt nach
Anspruch 1 oder 2, welches das Mischen einer annehmbaren Base mit dem Amidderivat umfast.

&6
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i A

|- (1'V) HN-CH2 45 CH 2CH20H 50 reagi engel assen wrd, :
worn R3 wi e vorstehend definiert ist, unfalt. S Verfahren z

ei nes dernmat ol ogi schen Mttels, @apdadg e n Am dderivat, jmgmﬂ“lﬁlm "I“I '
nach Anspruch 1 odor 2, welches das M schen ei ner annehnbaren* B#&se'm # d&m*
Am dderivat unfaft. 65 21 EP 0 398 272 BI I Tiii

| Bl B 11fevendigations 1 Reyendf oat| ons Revendl catlons pour |es Etats

cont r act Bfyeadicaiiops pewr lesRtats cpptragtantssuivarys : ATj CH, RE, AR, GB6Ki N4 d' ani de
ai&e;eg{a%%r? J’la icIeOrgpr sler?té gael'QaGfE)l?r!ulee g%nlwgrales (lIJ)Is\LllieSIEee:' 5 R CH OCcH 2| CH2 é—égH 22
20 00°Rl et R2 repr~sentent chacun un groupe hydrocarbon4 satur6 ou
insature, a chaine lin6aire ou ranifiee, a condition que |'un d' eux porte
26 a 39 atones de carbone tandi & § QCHgtre porte 9 A 39 atones de
carbone. 26 2. Dériv6 d' am de represehte par la formul e gen6rale (I1)

sui vapgte: 3 R OCH 30 1 2
CHOH 35 CHOH R O R4-C- N-CH CH2CH CH 40

2 00 R3 represente un groupe hydroﬁarb ne satureyu insatur6, a cha-ne
lin6aire ou ramfi6e, portant 10 40 atones de carbone; R4 reprdsente un
groupe hydrocarbone a chaene |i nRACkN-CH,.ram fiee, portant 45 3 a 39
atones de carbone ; et Rs representejun atone d' hydrogbne, un groupe

hydr ocar bone sature ou insature, & c,1ai ne lineaire ou ram fiee, portant 10
a 40 atones de carbone, ou un groupe-gc ture ou insaturd, & chaine
linedire ou ramifi 6e, portant 10 & ﬁ%‘;@ade car bone.

20

ol R' et R? représentent chacun un groupe hydrocarboné saturé ou insaturé, & chaine linaire ou
‘ramifiée, 2 condition que I'un d'eux porte 26 & 39 atomes de carbone tandis que l'autre porte 9 & 39
atomes de carbone. '

25 2. Dérivé d'amide représenté par la formule générale (ll) suivante :

3
R OCH2

30 '

CHOH

ﬁ| @

| R’ 0-R*-C-N-CH
" | 2

© CHZCH 2OH

od R?® représente un groupe hydrocarboné saturé ou insaturé, & chatne linéaire ou ramifiés, portant 10
& 40 atomes de carbone ; R* représente un groupe hydrocarboné 3 chate lindaire ou ramifiée, portant

45 3 & 39 atomes de carbone ; et R représente un atome d'hydrogéne, un groupe hydrocarboné saturé
ou insaturé, & chaine linéaire ou ramifiée, portant 10 & 40 atomes de carbone, ou un groupe acyle
saturé ou insaturé, & chaine linéaire ou ramifide, portant 10 2 40 atomes de carbone.

3. Préparation dermatologique contenant un dérivé d'amide selon la revendication 1 ou 2.
50

55

22



.3. .Preparation der nat ol 0gi que contenant un deriv6 d' am de sel on
' reven& cation 1 ou 2. 50 55 22 *C L M S s Revendl catl ons pour
| ' Etat contractant sulvant: ES 1. H?rmsg{mvztm pr~parat|onml‘mmlmtﬁl‘l\mu
d'ami de represents par la fornmula gin~rale (1) suivante:
G HOH (O F GNCH2 CH2CH20H ob Rl et R2 representent chacun ‘un groupe
hydr ocar bBewendigationa peyr lEiat gentvagtantsuivant -8 | | neaire ou 20 ram fiee, a
condition quo |'un d' eux porte 26 & 39 atones de carbgne tandis quo |'autre

porté 9 Al 3?@?%?’%’%%#@”@&@'%6%%@&fP’GHEtQF'@FF"U@')GH"ﬁE’E?rrpose de

formulo (I111) 25 R CH2OCH, ? CHOH (H) : 30l
“HN-CHI *CH2CH OH 35 0O Rl est tel quo defi ni ci-dessusi avec un ester
cal kyli que i nfdrieur d'acide gras Ie R2C021R6, ob R2 est tel que
dW i ni -dessus et R, est un groupe a Ie en C, a C5, en pré6sence d' un

cat al yseur basi que. 40 2. Proc6dd de pfeparation d' un derive d' am de
reprdseptd par la formule generale (I ) ~ggvante: 3 45

R-ocm%é HOH ( 50 f O 15 O- R4
-C-NCH2 CH2CH2CH 55 ob R3 repres n groups hydrocarbone sature ou
insature, a chatne lineaire ou ra% G-NeEH portant 10 a 40 atones de carbone
; R4 reprdsente un groups hydrocar bor!d A chai ne lindaire ou ramfi 6e,

"~ portants 23 '

CHzCHZOH
N
oll R!' et R? représentent chacun un groupe hydrocarboné sature ou insaturé, & chaie lindaire ou
20- - ramifiée, & condition que I'un d'eux porte 26 & 39 atomes de carbons tandis que I'autre porte 9 4 39
atomes de carbone, qui comprend la réaction d'un composé de formule (lI)
1l
25 R CHZOCH,
CHOH :
) (Im)
. 80 -
HN-CH,
CHZCHZOH
(‘\/' ol R! est tel que défini ci-dessus; avec un ester alkylique inférieur d'acide gras de formule R2CO; RS,
ou R? est el que défini ci-dessus et R® est un groupe alkyle en C: & Cs, en présence d'un catalyseur
basigue.
40

2. Procédé de préparation d'un dérivé d'amide représenté par la formule générale (lf) suivanie :

' 3
- R OCH,,
CHOH
T )
50 | ® 0R*.C-N-CH )
CH,CH, OH

55

ol R représente un groupe hydrocarboné saturé ou insaturé, & chathe lindaire ou ramifiée, portant 10
a 40 aiomes de carbone ; R* représente un groupe hydrocarboné 2 chaine linéaire ou ramifiée, portant
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carbon®; et R5 represente un atone d' hydrogene, un groupe hyd ! mm ”“‘

"sature ou insatur6, a cha~ne |inaspogegeya@yri fi 6e, portant 10

de carbone, ou un groupe acyle satur6 ou insatur6, a chatne lineaire ou
ram fi6e, portant 10 a 40 atones de carbone, qui conprend (a) |a rdaction
d'un d~rivé ﬁﬁ%mms doccarbgrar At & (repisserge RBatOTHE hicB o B OHgiopeCharoGirboGkHsatirs 2 2
20 obh R3 es°tJI ipsgluréo f Shaing \"ﬁ?'rec‘?“ raréﬁém@ortaawbadﬂ afompe de girkgnki quen grodperdcgelr

d' hydr oxy &8¢ g 'g%‘ rfechee lingpir %’\ﬂ“A’j ooRPIET A0 A 01 rtemes deretbonseaui comired gr as

“de foruie ( RAPBIEIR P amine e feyrhide (Y C=0 (VI) 30 35 ob
"R3 et R4 sont tels quo dMinis ci-dessus et R7 est un groupe alkyle en Cl a
'Cs, en presence d'un J.> - cat al yseur basique; ou (b) la reaction

d' un hydroxy acide gras de for m}l(ycﬂ\/) ou d un ester d' hydroxy acide gras
de fornule (V-A) 40 HO RACO2H V’ HO R4 CO2 R7 (V-A) 46 00 R4 est
tel gwo d6fi ni -dessus et R7 estlun groupe alkyle en CI a C5, avec un

hai ogénure d' al kyI e de formule (VIgpyoyy un sulfonate d' alkyle de formle
(M) RBX (V1) so R50SO2 (M11) oOR5 est un groupe
hydrocarbone ‘en cia a c4o sature o insatur6, & cliBdne lineaire ou ranifie
R8 est un groupe m-thyle, phenyym.of p-tolyle ; et Xest Cl, Br oul; en
prdsersice d' une base, pour obtenir un2ester d'acide gras 6thérifi6 de
~formula (V-B) 55 R50- R4- CO2RY V-B) oD R4, R5 et R7 sont tels quo definis -
ci -dessus; et ensuite la r6action avec un derive d' am de de 24

CH CH OH
20
ol R2 est tel que défini cn-dessus, avec un ester alkylique inférieur d"hydroxy acide gras de formule
(V-A) ou une hydroxy lactone d'acide gras de formule (VI)
HO—R*CO:R7  (V-A)
25
4
(v
o
0
35

. od R® et R* sont tels que définis ci-dessus et R” est un groupe alkyle en C; & Cs, en présence d'un
N\ catalyseur basique ; ou

(b) la réaction d'un hydroxy acide gras de formule (V) ou d'un ester d"hydroxy acide gras de formule
(V-A)

40
HO-R*CO;H (V)
HO-R'CO:R7  (V-A)

45 oll R* est tel que défini ci-dessus et R7 est un groupe alkyle en Ci & GCs, avec un haiogénure
d'alkyle de formule (VIl) ou un sulfonate d'alkyle de formule (VII)
REX (VI

50 REOSO:RE  (VIN)

ol R® est un groupe hydrocarboné en c1o & ceo saturé ou insaturé, & chatne lindaire ou ramifide :
R® est un groupe méthyls, phényle ou p-tolyle ; et X est CI, Br ou | ;
en présence d'une base, pour obtenir un ester d'acide gras éthérifié de formule (V-B)
56
RPO-R*-CO:R7  (V-B)

ol R*, RS et R7 sont tels que définis ci-dessus ; et ensuite la réaction avec un dérivé d'amide de
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'V- ER'Q 398 272 BI (i1 1111210 11122 110 il
forrm}\e(l\/) ROCHZSCHO—H (1v) 10tO—|N—§ﬂIﬂIﬁmmnﬂmnﬁ
" 00 R3 est tel que dMini - dessugp @geggesnce d' un cat al "l

~(c) la condensation d' un ester d' hydroxy acide gras de fornmule (V-+A) #2088 *

"HO- R4 CO2 RY (V-A) ob) R et R7 sont tels que d6finis ci-dessus, avec un

aci de gras deforyeriNle (I X) 25 RO C02 H (ID) oO RO est un groupe

. hydrocarbon6 en Cs a C39 satur6 ou insatur6, a chaine lin6aire ou ramfi6e,
en“presence d' un agent deshydratan ur donner un ester d'acide gras acyle

-de formule (V-C) 30 ROC02- (%CH (V-C) ob R4, R7 et RO sont tels
que dM®inis ci-dessus, qu'on fait ensi te reagir en presence d'un

cat al yseur basique avec un derive d' amde de formule (1V) 35 R OCH2 40
CHOH | . ~ ~~(1V) HNCH2 46 @HCH20H 50 0o R3 est tel que
defini ci-dessus. 3 Procedd pour préparer une préyaration dernmatol ogi que

- contengnht un derive d amde tel que prdpar4 dans |la revendication 1 ou 2,

qui conprend | e nel ange d' une basé{%{t@fégt abl e avec |l e d6riv6e d' am de. 66 25

. CH CH 2OI-I

_ ol R3 est tel que défini ci-dessus, en présence d'un catalyseur basiquse, ou
o/ {c) la condensation d'un ester d'hydroxy acide gras de formule (V-A)

20 HO-R*COR?  (V-A)

oli R* ot R7 sont tels que définis ci-dessus,
avec un acide gras de formule (IX)

2 RICOH (X

oli R? est un groupe hydrocarboné en Cy 4 Cag saturé ou insaturé, & chate linéaire ou ramifiée,
en présence d'un agent déshydratant pour donner un ester d'acide gras acylé de formuls (V-C)

30 R?COz-R*-CO:R7  (V-C)

ol R*, R7 ot R® sont tels que définis ci-dessus, _
qu'on fait ensuite réagir en présence d'un catalyseur basique avec un dérivé d'amide de formule

V)
W | g O(IZHZ
% CHOH
I . (Iv)
HN-CH 2
. |
CH 2CH20H
50 ol R® est tel que défini ci-dessus.

3. Procédé pour préparer une préparation dermatologique contenant un dérivé d'amide tel que préparé
dans la revendication 1 ou 2, qui comprend le mélange d'une base acceptable avec le dérivé d'amide.

66
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