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W, POROUS PLASTICS LIMTED, a Com should be substantially insoluble in
t he sol -Commengéng irgl882;ed gwderinghdncidenale Gfedtitheanto amkeshoul d be

subst a“tif’i‘éhi‘aﬁi’%“?hfe&ﬂ%ons was' bpsRrvaly %,9?;%%%%? nf%if% N9, NESAPY
at least one o he Teaching agents, the re- eclare the
i nvent i oandf BanvRranchecpr ayevese fefgsts fin Lowmuneaseigtanss Wexmd at

| east  Sgo@n8aiRNA1TBYabEeAtaN! 8doh0 atterdRddd)e Ly Gicitddifi deati fige
agents, the vent

sol each-_ . nmet_hod by which it _is to be perforned to be
e agerthEhOERE BestERE: GHErQVEy e o PBe VAZUS A REN ATy RRACH TAer TR
and by therts| | BWHg w th the organic, solvent. Conveniently the
statenent: - ' removable filler is
substantially soluble in the 45 The present invention relates to a
met hod €ufventlyeaohitngthgedt deisioxlynus lalosd des ehadog B0 -aridek3d hy

: Do oAt e tid L. . _
nicr 0P0|r§8§099kﬂgﬁiaﬁnep(ﬁ%&\l)C%r A FRIE P (@ilg{de)f el%;li;‘%?%%éége%%%%rﬁx% .
R

mat er1 al s.
of workbtrgatment oficAZPEi-ngtt Fedievescdde symphamsoR PeRNIFeERRi al to

sol vent h8ahhgufrx{Hletimel Bt BEDS patients (EP-A 206 437). AZT therapy
is associated with the development of resistant virus strains
and serious bone marrow side effects. Further medicaments are
currently undergoing clinical trials, Thus,'for example, German
published patent 39 35 580 describes the use of '
1-octadecyl-2-methyl-glycero-3-phosphocholine for the
preparation of medicaments for combating HIV infections. EP-A
493 378 describes the use of 2'-3'-dedeoxyguanosin or of mono or
triphosphates of 2'-3'-dedeoxyguanosin for the same purpose.
All these substances are still undergoing clinical trials and
are not yet ready to be marketed.

Medicaments currently used as antiviral chemotherapy do not
display the desired selectivity. There is consequently a great
need for well tolerated, highly effective medicaments which not
only delay the course of the illness, but also repress
proliferation of the viruses and are, in addition, able to
stabilise the weakened immune system of the patients.
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of making a m croporous polyneri¢ plastics range of 10 to 70% of working

mat eri al 50 mat eri al conpri ses: by weight. 15
(a) formng a m xture conprising a sol u- The proportion of working
material to tion of at |east-ohe synthetic polyneric organic

sol vent oy hiass m@ﬁfﬁhﬂﬁﬁﬂki 1y bedrP found 1n anFﬂfﬁﬁ'éé&é@ﬁfﬁ&gtfﬁﬁfrbﬂl

in an or | rts t ang proportion
sol vent, %%ﬁfe (Lil Jibl.?ttlpgw H:ﬁ'é? '9 °9|4‘F‘6TP?RF %o fexmylae Fhy-be
in te W3II dlsplay gV et -diTst rarwtecbﬁdwﬁugétinﬁuﬁduxﬁb Peffect afec8110

1to 5 teghehpdparts by weight. 20 tides of a powdered renovabl e
filler, The wor'ki ng material nmay conprise at |east (b) shaping the
m xture, and one of the followng materials, plasticised

(c) coagwhat ongedte dmorﬁﬁéwaﬂa&aﬂcﬁi iy u{w'aev%y}a&*wrafi% x@ed&w&éfdﬁ@f of

vinyl chlao

(W]
vi nyl enehagﬁldopnd@ep&lded %@6‘ %é@goxnsts and |qmy homhasin Ak agernieks,

whi ch i sTae couippunds athow ilititle Howidity Aber i1l ththighest d&dsdes
partiall oo scible with the acetate, a butadiene - styrene co-poly-

organi c solvént, and either at the sane ner, a polyester, a polyanide for

exanpl e time or afterwards | eaching out sub- nylon, a
pol yest el Qﬁun% R Vi e 1, . stantially all the renovable
filler to a polyacryl g{@éfu f(')?";ﬂaJ exarﬁﬁ els ‘pol ynmet hyl 65 | eave

the working material in a mcro- nethacrylate or a polystyrene. 30

por ous SDHRH f=@r-m1u1-ms2 Trp3-sert Ty Slha pourdyt Apyeeri al may al so
conprise a Pro? %gfqma the follow ng general solubility

pol yur et hane. - Fat i i ps exi st between the various com The term
pol yuret hane is to be understood ponents. The morklng mat eri al shoul d
be sub- t +S | udes .a mater.d.al stantially
sol ubl e {oiphel foancas 1 HaaE-ARtd Hna LEbeieq e i divsntineh

reaction pro- 35 substantially insoluble in all the |eaching duct of a
reactlonAcanwan2anL§ggxq&§93x§gpQ_ agents; the renovable filler
shoul d be sub- as a di-isocyanate and a nol ecule, which wll

stantially insoluble in the working naterial, be caIIed t he pol yur et hane

pr ecur so+B-ggptakza-Arg-Pro-D-Ala-NH Formu 1,122, 804
ing at | east two groups, such as hy&roxyl name ELASTCLLAN An exanple of
anot her am do or am no groups. mhlch contain hydro- pol yurethane
sui t abl ewhes8:as a thernDpIastlc

XXX

D-Pal{3), D-Phe(4Cl)
YYY = D-Cit, D-Lys (R}, D-Hci

R may have the meanings (C1—C4)-acyl or
(C1—C1o)~alle.

zzz = L-Leu, NLe, Nva, t-Leu

A = Ser, Ser(sugar)

m\m\\\\\ nﬂi””“



-gen atons capable of reaction wth an iso- working material is the
proprietary polyurc- cyanate group. The pol yuret hane precursor thane
.material supplied by Monsanto Chemi - 5 should generally be polyneric
for exanple a cals Linted under the Tragle_Mark TEXIN. 70 pol yest er
derigrative or a polyether cliol, or Preferably the renovable particul ate
filler a [FI9R%(ean MR, the meanings glucoseg GahaFEPESr ALLREEeh
substantial ly al lalt¥ose, mannodéf PUESHES01asBy B taaeked with an ex-
partdi cles have dianeters Iless than 100 cess of a di- isocyanate
to produce a polyure- mcrons, and nore particularly falling within 10
t hane hai ng= a compey alysttiic) pwopl ecul ar the range 7-25 m crons.

.75 weight, for exanple of the order of 10, 000, Conveniently the
renovabl e particulate filler which will be called a pol yurethane

pr epol y-Bombkesin crascthe| £0lboning aminexanpfecseguenger mer, and

whi ch has isocyanate end groups. or a salt. The prepol yner may then
be chain-extended The salt nmy be an inorganicgsaltsfor g 159 by reaction
with a BREPEER endi ngPa%Jeﬁrﬁl%MT%eeoﬁiun%ﬁFoﬁiae-BFPs66i16m“su| phat e.
80 for exanpl e walbhenybbunns? feigul Sghgedf-nu, However, other

| eachi ng agents and re- (to produce a pol yuret hane p0|y§5%h?§QEI§P”}
novable fillers may be used. Thus the re- tai ni ng urethane Tinkages
(-NH-CO-0), oval of the renovable filler fromthe m x- or alow
nol ecul %fg%ﬁg { AN sl U sLAvalv LCal t k@R, by at

| east Qh} uégggég%ﬁgﬁéggpgg §%%e%ﬁgﬁgaégﬁtg#n?ﬁgagggaioﬁggoFﬂ%he

| eachi ngExAPWEnYrseFeatese: action 85 | i nkages (-NH CO-NH)).

by a substance included in at |east one of the These

chai n- exj endegdg prepol yners f3y14l€achi ng. agents, on the regovable {iller
S0 as ED'Tpiﬁhé?g?‘% 1zheRd. ThinggTﬁg)process is be- tggﬁﬁﬁéaig
renovabl e. | ieved to involve cross-linking and chain As an
exanpl e he; re b ' r b Al agt.l : en the
nr onct it b6 TS plsginlg e  ponbes R RARGNLRGSLET ShCRTAI G VO
cyanat e gerexpbuperantat ke feri thenhhmeagwantcafcAERS:carbonate, and at

| east one of the cont ai ni ng groups in the pol yurethane pre-
| eachi ng agent y gnctude akn agid, fog ex- ol ymer chain
anpl e hy®r gﬁ*%ng;%%T #'ﬁﬁTéZ‘%gTﬁﬁlaAgDQub?@rNU1a k2 The degree of

cross-linking and chain salt with the cation in the renovable filler,
30 branching, may be controlled by varying the. Alternatively the renovable
filler n& eﬁg'an 95 rati o of isocyanate groups to total active
anphoteric netal salt, for exanple al um nium hydr ogen cont ai ni ng
groups and/ id tRkg1l eachi ng agent may incl ude
addition to Hg¥%%$§%%?éd3$¥§38?he8§uring an alkali, for exanple sodium
hydr oxi de, in stage of a nol ecul e containing three groups,
suf fi ci ent cmss@tehsIﬂgai-egéh§se>b¥ecl,5?-am99-, phedyl ©2NpRieRlylg active
hydr ogen, for exanEIe, a teric netal 'salt. , 100
triol. substituted once or severalrThimgs,hy, AlkyloBTPURS, ¥iEE 7710
to work- carbonAatbms|ease in the degree of cross-link- ing naterial
may be in the range in parts by ing nodifies the plastic properties
of the weight of 0.5 parts to 6 parts of renopvable 5

X represents: hydrogen or a single bond to the radical A“,

the acyl radical of an organic acid with 1-6 carbon atoms or
a group
R1-c-

1]
o
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pol yur et hane producing a tendency for it to filler to 1 part of working

mat eri al . 40 be thernosetting rather than thernopl astic. The sol vent
| eachi ng agent nmay conprise 105 In certain applications of the
present inven- water or nethanol and thg Lennvable filler tion for

.exanpl e thos elajing to the pro- |eachin en Q conpri.se water.
duction of ah-éart ?ngHIngﬁtﬁBF peapIngss g@&% in cg%ﬁ?é%ﬁ%ﬁn W of the
por ous body by er1 above blkat the pol yurethane shoul d have therno- posure
to I*achi ng agents nay be effected 45 plastic properties.

by at least four different nethods. 110 Thus the

pol yur et hane2pd ecBrs€r, the di- The choi ce of nethod may depend on a

i socyanate, and the Rhai n extendi ng agent nay variety of factors such as
simplicity of the be chosen to minimse any further reaction,
process, econonm c factors such as ease of - for exanple cross |inking
or chain branchi ngagohueat thedmeaniagevable filler material re- 50 or
the |ike, which could occur during-any cur- covery, solubility

rel ati onshi ps bet ween ;ge 115 ing stage of the pol yurethane.
materials in the mxtu and/ or the physical For such uses the

pol yur et hane is preferabTyspkoge ties of the materials in the m xture.

at hermopl astic el astoner_Javi ng ow de- Thus in the si npl est met hod t he
exposure gree oR3cross Ilﬁklng, and thus may be a pre- of the

m xture to | eaching agens is effgcted 55 domnantly linear polyner. The
pol yurethane in one stage and a single |eaching agent, the 120 may
~have a nol ecul ar weight in_the range solvent and filler |eaching agent, is
used to whe2@, B60a8@0R30@an be the same or differemtvarde sol vent and

t he renovabl hng 2 e to
forma por ougegkgggﬁﬁshgdrog E 6“&?’1‘2 11 Ea’a:‘tq:naneX‘de‘r%'; \q}’eg‘% rg{m a
pol yester, aélbylrgamlpoﬁltheﬂ hd@ Fhefbm»(tattloalsrmw iphsinyde grauper rip-pheny

with a diol éﬂéuﬁ thbﬂﬁiﬁ%@at By’ BheCHdTReS e RAIAHIKG 18I AT MH 1-10
pol yur et hane, whi ch ha ~ the proprletary naterlal Gﬁg plied gy t he

B. a predonFﬁﬁh?PyaFPﬂéarasPPGB?&rQIQH@\ﬂ%hﬁ#%@? by qgne RTEF2

Cheni cal Conhahggendatomse féer exasplleo Pludrivle)cSilodind e drtdonimeVdh a.
trade nane ESTéNE or the proprietary . diol and a di-isocyanate, dinethyl
formanide 6 ¢ 8. material supplied by Elastoner Products and sodium
chl ori de, and the solvent and filler 65Limted (Elastollan Limted)
under the trgmerebggggh@g agent may conpris e water and this 130

1,122, 804 3
D-, L-, or D,L-p-Glu, Nal, Phe, Thi, Tyr, Hca, Tpi,

Hpp, Mpp, Trp or Trp substituted at the benzene ring,
where one or several substituents are selected from the
group halogen, -NO,, -NH,, -OH, C1-C3—alkyl,
C,-C3z-alkoxy and halogen can represent fluorine,
chlorine or bromine.

a2 represents:
Asp, Dpa, Gln, His, Met His, His (Bz), His (z) or a
formula from the group Dpa (x), Asp (y) Glu [-] and Glu
[yl



‘renmoves the solvent, dinmethyl formam de, and incorporated with the working
material as a the renovable particulate filler, sodiumchlor- wetting
.agent a sodiumsalt of a bis (al kyl) ide.

sul phosuccinatc, the wetting agent rendeging Alternatively, for exanple in
order to aid, the finished material hydrophilic or wettable. 5 solvent
recovery, trﬁpﬁﬁﬁosure of the sane Exanpl es of such suitable agents for
use 70 mi xt 'urﬁ Uﬁ te?pé@segtﬁgentacﬁygbeuptfe?_t ellkylngpeup liaCig) -
connection with sheoe_linin n_two_gtages, a first stage consisting of the
are the proprietd?§ %af%??gésbggédaﬁ der the sol vent being substantially
renoved by the Trade Mark Manoxol, for exanpl e Manoxol sol vent |eaching
agent, for exanple nethanol 1B, NMA _Qr5SNygr TR 10 and a
second stage consisting of the renov- Preferably the al kyl groups are
the nonyl 75 able filler being renoved by the renovable or tridecyl

groups. fillerhdeacbheomegibhg for exanple water. The invention is

al so applicable to the As a further alternative, for
exanpl e when production of hydrophobic,nigﬁoporous sheet the solubility
rel ati onships of the solvent and mateNial for various purposes, for
exanple 15 the renovable filler requiré\t at two different artificial

| eather for the outers of shoes and 80 |eaéhing agents be used, the
exposure of the for general upholstery purposes. m xture to | eaching

agents may ahRer&er®f588-R® cHACBe™hE LhResHirf agerackhteangerd nust ted in
one stage, the m xed Ieggakgg agent be hﬂgit and_insgluble wth regard to

the one- st agE®REERBALS, #B stagEs—f pEaRhenykhardnBes with which
it will be ineppesents?hydpogenforhCghcihalkeacbieng agent is a mxture
while at the sane tine inparting hydrophobic 85 of solvent and filler

| eachi ng agents. —NH-C-BHawater repellancy properties to the material. In
t he case of the m xedgl eaching agent Thus when the material is to be used
as or one-stage nethod a m xture of a solvent |each-

inin the production of shoe outers there may ing agent and a renovabl e
filler | eachPRg bDEHrGeBRaBgated with the working material a 25 agent may
be used. As an exanpl®, the m x- proofing agent conprising a |ong chain
poly- 90 ture may inClude a vinyl chloride vinylidene ner of dialkyl or
aryl al kyl siloxane units chloride copolyner, cyclohexanone and sodi um

whi ch renders theahjnishedsngt Fhﬁhehﬁ%ﬁ' wﬁﬁhpr bdRbidRE the laadyxya agent
may be a phobic or water repellant. A particular ex- mxture of a_sol vent
| eachi ng agent, nSfAHRoFithnphe eramisgi ouprE. pbeRi Kglfgensingds baad 30
and a _rerr\DA%aitni’e ficébeéggﬂleshkaml,agamt,, TP, ?@trpaaiaéQ%r:@_t,i o:t&ﬁof(mxsid loxC @ig
resin in white spit . appreci ate at _in m_xe .
(approxi mat el y 50@%%@ ﬁgpﬁﬁﬁg%kegogﬁﬁggPefGaneaH £h§ §8§n§e&ﬁgﬂﬁuﬁi?g

met hod t he sol venis subsplitubedr bpr batavy severadl membeérisy of €hle greagphi ng
agent and the re filher ach-., Lt under ,the trade nane Silicone
MA92. ing agent gﬁ%ggéggé ﬁbgéigﬁaf OH, "m thya, eth other suitable
proofing agent isCen€3zhalknyy, where halogefhcasxpepyesend [fdachiimg,agents

may be the sanme gRUBPshéi ARG BSomif&, Proprietary 100

al represents Ala

ad represents Val or Meval,

ab represents Gly, Phe, or D-Ala

a’ represents His, MeHis, His(Bz), His(Z), Lys(Z} or Pal

a8 represents a reduced isostere of Leu or Phe

A9 represents Leu, Met, Phe, Tpi or substituted Tpi, where
the benzene ring is substituted by the same
substituents as in the case of A3 and the benzene
radical of Trp is substituted by the same substituents,



effected by i mersing the shaped m xture material sold by I.CI. Ltd.
under the trade including solvent, working material and re- nane of
Silicone R 205. novable filler in the respective | eaching agent.
Conveniently the surface active agent jsg The m xture of working material,
solvent mxed with_the solvent for the working 40 and renoyable filler
may al so include 8nduthepharmacendically peeartarissatishitighdet 105

face active agent pephedes lsaeh agl ifvr *Yeiiplies hydidhldride, pref erably
insoluble in the lLeaghi ng agent Th rd s i,ng i.s to.b nd in
its used and is pF@ﬁ%ﬁHﬁgf a%&%&ﬁﬁee i e%at\q%gt fr’fg'-aé)atoe?’oap?&%p}%%lésj'e ng%%}fé?éie

i ncludes all the bol kosylate.ing the working conditions and the working
processes. Thus the shaping of the m xture in- 45 tenperatures and
pressures_invol ved wi thout cludes inpregnating a permanent support (i.e.
110 unde®§8i ARPERPrigte abbraviatdans farefmigie agifis 1 (RARLIARE PR%e
mxture ghed® detisativied ared rdedndriEd by tH AMAGEIUE Admmissipent |y
renoved) with.the said._mXxture r substantial proportions in the

fini shed E08r &?cgﬁﬁﬁlc&ilnnbf(q“r?é‘%a‘%%, onto a temporary sup- body.

port (i.dEuaopeanod. Hiicchen)e 1984,ul38,s BB7) Were the agent is relied on
to nodify subsequently renpbved) or a pernmanent sup- 115 wettability it

will, of course, be necessary that port, or passing the m xture through
cal ender 2pbrenvipadiioms fesudesst commayanimh@adidse- rolls in the presence
of a tenmporary or per- main in the finished material. manent

support, or extruding the mxture . The invention js applicable to the
produc- t hr OBGh TRPIESERN% 4ids VAt BOREGRIGHS 331d 55 tjon of
hydrophi | i ¢ madr aepresents G- (Bimaphtdhyleytal@iinsupport, or spreadi ng,

casting or 120. _for_ variou rpeses, Jfar exanple artificial spraying the
m xt ure ont 0%'2'1»[ gﬁﬁ’(’}'regr ﬁtfugi‘%‘é%%e‘?‘%%ﬁﬁ‘ﬁé‘% ni ng of shoes.

port or pern@pdntrepmesents o3, mhqadgedxa-Hdiyettido- agent nust I t
wi |l be appreciated that thet3va4r_jmu_ rﬁi&%—?—%i%i&ﬂ@ dap@l uble with

regard to the  ing processes .di ven above require mxtures of 60 substances
wi th which | Nig representsHAtigatingyk abl e viscosities, and the viscosity

of the 125 apgyp &ewése&wsam-i%ﬁﬂﬁﬁﬂ&mlapiﬁ,ﬁ%nmﬁwe nmay be
adj usted by varying the ing the material hydrophilic at pHs. of about
anount of solvent in the mxture. Thus if the 6 to 9.

m xt ur e Parttd doed asilyp et-dfierymd dompowrais racddrdindeto tdenera ErFatmueba f Dr
use as or, i.n tar Y ent 65 the production
of shoe Iclolﬁllgr{l.'gj%%{eﬁerg;g%rrmy ble()%r% %%ﬁ%%%ﬁ%%é%%ee% he m xture a dough-
130

Formula IX = [Ac-DNal(2) 1 , D-Phe(pCl) 2 , D-Pal(3) 3 ’
p-cit®, Nie7, p-a1al%j-LurH

[Ac-DNal(2)1, D-Phe(pc1l)2, p-pal(3)3,
p-cit®, nva7, D-a1a'0]-rurH

Formula III

[Ac-DNal(2)!, D-Phe(pCl)2, D-TrpS3,
p-cit®, p-a1a19]-LurH

Formula IV

[Ac-DNal(2)?, D-Phe(pcl)2, p-Pal(3)3,
p-cit®, p-a1a'%]-LHRH

Formula V



4 1,122,804 | i ke consi stency.
If the mxture is to be Thus the nethod according to the present

.Shaped by inpregnating a permanent support, invention may be applied to
the production or spreading, casting or gpraying on a tem of an
artificial |leather by using the netfod Egéary or perganent support

t he amp@ERT®Ela NIt he prieaer@Nak(2hti ob-Phefpfin “a BuPahéd)”: 5 sol vent
may be adjusted to give;ﬁrﬁbf6%t¢w§131@yetgkﬁ adherence with a pernmanent
support, 70 a consistency simlar to that of ordinary which may
conprise a porous synthetic plastics pai nt .
n?teriéﬂEorTularyIIThe=tﬁm@@mﬂay(zubponLPnaypbt)5,sDaPalé$s ] f
Alternatively the permaneny,. seppor{. .y 105t conveyor or a sheet o
sol vent resistant conppsgélg bo Béguffb?aﬁ%abaiéﬁggﬁe made 10
synthetic plastics materialL froma' non-woven textile materia
by I mPr efrmdPa vz - TRE-BREPERS!Y BUPRE(bcR)2pepUBARYs)Syp-  nation
with a polyneric plastics naterial §or ‘10,P0rt may be previously shaped
to a desired exanple itPr@itcondterse B-Rdpt, InkHBHpy confi gurati on,
for exanple a gl ove shape. nmechani cally entangling staple nylon, poly
It will he appreciated._that _the presenf.in- eth ne,.ql ycol .

ter epht e O] 1oPERFSarR ot EhePi8oeRkApR ArearvLRasL deloSpsPRaing to

m cr oporomsvehehenél bpescessps cknawndfromhthesbseaatuzkl. yA S8dmmarising

| ayer of auockl D6 BR! 8F | Ghe BN BHLLEDL FockbBods, | BEETBRAABLE o astomerC

pol yur ethane, ) ma Tt _ . the density
of the feontained elnnir cBedansaky, PrincipIpgsofhBeptipfer Eymapesd sa

per mnenss siiiger DeeAab N BEL1IANIR PaBTHEYY, PREWCECER 9984, ~ port
conprising a plastics materials, for ex- gm per cc, and the ratio of

pol yur et hane to 20 anple a porous synthetic plastics material, felt in

t he ElﬂTh@ prdeczples bef nghénsbbed PBhase synt?égﬁgroﬁt%b&bpe@hﬂd&upmmd
may be a romanent r e of rat ight,o
support %@ﬁp ¥%|%%eag§g13V£afgdt$§vgéx$§8§F PS ffM' Egewa&?i%?ésJ'ghd\Mll

be cal | etowhg, pRohbdechhasebPeptide Synthesliber Pierce Chem. Co.,

The foll I t t d : AN s 22 '
e fS4eRoS8LVED Siobel Aeat ey Sha igibne el s obeslity

per manent et hy g¥r(o i done, inethg g i de,
may be nakurhtr ofn&ydit hReptide Bratginr Besdi 88y nyO5r3BRaki!@87day be used as
solvents 90 of natural and synthetic fibres.” Thus the per- for

one or e of e _proptigtar |, yure- , manent fibro fi may
be a pagg$? %¥néﬂe§%§n§£” ’%rgﬁggléSFdaGHBEplPﬁetPr§8§mﬁ ﬁﬁé&& ShC: ven
knitted occaonasooedingxtol ehesbtockl diagshmanen heihydHbanzaydrydxiamingat er

may be res?gt?ﬂ?&rgéﬁfgkfgge%gbégrgi?%engpg Pf Advanc d“%f@ﬁ@s the

| eachi ng agen ] S fade y nec'dnic- The
surf ace BechhbosipyibliebfBentunky)i sUSAe- whgsh was conyefedniatg ithe

stapl e fEPEgSpase {RT@RLY BLERALEELFE BInlInBCoFURRk2Blitakininal
Boc-D-alanine by 10% triethylamine in dichloromethane (V/V).

All the following N a-Boc-protected amino acids were coupled in
' threefold molar excess in the presence of diisopropyl
carbodiimide (DIC) and 1-hydroxybenzotriazole (HOBt) in
CH,Cl,/DMF within 90 minutes, in dichloromethane/dimethyl-
formamide mixtures of the composition 80/20 (V/V) and the Boc
protecting group by reaction of 50 % trifluoroacetic acid (TFA)
in dichloromethane for half an hour. Remains of free amino
functions are blocked by acetylation in fivefold excess of
acetylimidazole in dichloromethane. The sequence of the



‘The fibres of the permanent fibrous filler smooth before a surface zone is

formed on it. may conprise nylon or polyethylene tereph- This
.preparation may involve slitting the 35 thalate fibres or

pol ypropyl ene fibres or mx- fibrous bage-zone parallel to its ngjor
pl ang, s there

. . , . f | i th
band kni Feactioh 'hE8pL §508he resin-supperted pentide; syp RS T R, oM
accor di ngn thet bhptk GéagppmecTat epliftathe frdsimibdvask peptides t theheend
present bP&&HEtOBf”EYxef EB‘ilﬁsgga's@ sgﬁ‘%?x%sqf ?ﬁm atri fdad cés@tcﬂqred in a

conpri si hg uctio arti Ieat her rraterl((a}éf
surf ace YéﬁBuﬁnﬁnﬁ ﬁé’?ﬁ'ﬁﬁéntlnséﬁﬁépﬂdrrﬁéfé‘ess app HF / amifqls HEY niler ic

st udi es paye4b5ndb- 60 Riactesdarcood@.th the present invention may

cated that natural |eather can be considered be treated by any of the
known t echni ques, 105 as essentially consisting of two zones, an
such as Bftedi dgstidlptdducefaiFuand landisol in a viannmm,zczdd wEaw pdmtsideen
called t i C kin I

(ibre ot AniBBRCackhllacl a3 AITES Bl dh 3 St by Uit |

appr eci agahygreust p&hyit ether, the smnra@arqne@ﬂ lod. s aqcumgﬂ@rting

of the apbilherabaredkhe’ clchirred %él(f AT@/ out with S0A @AY 'aﬁi@éous
ol cot caacbils acid!  Caudlomh coRopieakion. o e MORTAF S SRAiGRS 1n
i

sel ect ed@cetig aci
Thus in aoaaeutxmomwabdt |tﬁe l@b&'ﬁ'&rs@brﬂﬂ.ng peptlaeh;e aF aun_;rilawensxfomt ur al
| eat her f ial ab f ) or
| esser deg r%eaﬁv\% ra§ ?‘ﬁggﬁﬁf tsr' w‘%‘r ssogl.z‘és[ V\E‘%{ ant

artifici aﬁdstreae afpabsblute &Ec&eroflnt fibe <odd .f iTheet imaw \pagtistes eral t he
surface 1589@@&@'“ walshed® 'o?lCE.e‘%'rlt with it Gt ZOM AL &P lin a

partially sinulating terral according to this aspect of the 115
t he mai nVRFBEB-structure of natural |eather to invention incorporating a

wet ting Bgé@hrb.tmles eleanmg vesgrceatﬁreaorodtei&qrngdeargqe predivie Zonguior

of great se the urposes of this
speci fi cﬁﬁFBWa&PPFaﬁ’éy m&?ﬁ Cé’r"tqlftr’tﬂr%ﬂ cf’g%ﬁ% Thus an 55
called the fibrous base zone. artificial |eat her according to
this aspg ciated that the present in-  may
conpri se %E\?gtegfrgbggfbgr%{epy br ous g‘g’g‘éelzo , vention may
conveniently be used to pre- zone and a vvater vapour perneabl e water

pare a fpppasrathase zone by |gm§,@gﬁ%t| ga gaaps! | ant surface zone.

felt as described above. It wll al so _be appre- Such. a material has the
advant age, t hat 60 ci ats@d- 52 rﬁge eGtRrention may con-

moi sture |iberated by the foghinaddus @-RAA Mhtegrator veniently be used to
forma surface zone on the r.fa act t he foot and can 125
any suitable fibrous base zo Cd%“s[‘%ﬁ#a‘&t% q”\e{d‘[ﬁﬂ&%ﬁ escape to the

at nosphere through the met hod such as coating a suitabl y prepared

surface ﬁgggeﬁ%s\zapour wher %%%ﬁ-.ldnq.lﬂrq. cl’ﬁ_loso v Merdk I%-eqle] edo

sui tabl e rous base zone, oel1sre 65
one prepared by the present Tm%&iﬂmacetlc Heid Rlaka dfealB Pt ends to a
met hod of Purest water (Seralpur installation}

Mobile phase A: - 970 ml water (VE water purest)

+ 30 ml acetonitrile
+ 1 ml trifluoroacetic acid



1,122,804 5 making a |am nated m croporous
polynmeric Method 4 involves two stages in at | east one plastics sheet
.material which conprises: of which the | eaching agent is a m xture.
(a) formng a mxture conprising a solu-gtion of synthetic organic

pol yreric . . EXAMPLE 1 65 5 pl astic
wor ki ng Mehile PhaseBising 3498l wakpre(VEl Yebkery oPPRESH oduction of a
t hernopl astic el astoneri c polymoetmhngcebbritpoieus film and is an
exanpl e of hayi pg. redom nant Ly.l. near struc-

Met hod 1. * Iu? ?glﬁfﬁPrgaﬁﬁgéFh?ﬁléornanide, the said
sol ution having evenly distri- Mxture 1 10 buted through it

parti cl [ This ceptai psihhe foll ow ng ingredients: 70
soIublquga%éfgﬁgrennvable f??lg%p%%%- Working material ferably graded
to a narrow range of Pol yur et hane rubber (Estane X7 particle sizes,
trade napegssure: 80 fh)phprmng a |l ayer of the mxture in ad-

Pol yvi nyl chl ori de-pol yvinyli- 15 herence with a porous synthetic

pl astics dene copolynmer (Breon 202 75 material support, and
Trade Moakerage time of f£26w(of arpmépagatheel ppesagethapprex.sd@0ata 40
Sol vent ﬁgﬁgulate the working material, and D met hyl formam de

300 | each olUt the renovable filler to | eave Renovabl e particulate filler
20 the working material in a mcroporous Sodium chloride

300 8@hé°&bﬁr£@£”1&én€i€9rBécéliaﬁé?tﬁgégnQg&%&ﬁg%%gﬁbﬁegﬁing mat eri al

is dissolved in the_sal Ol QUS Suppar Th

r enovabl eB%??FEﬁP%@eaFgFgeFPPQ purification by means & pB@FPP'ﬂ9§%

synt het i analgais¢ paky- spebtpomdtied and ﬂnemkxhpeetmnbpym xed

meric plastics working material may wusing a three roll mll or simlar
nmeans to 25 conprise a blend of the thernoplastic give a snooth cream
of spreadabl e cansistency 85 elastoneric polyurethane having a pre- which
i s degassed under vacuumwi th stirring. domnantly |inear structure and a
vinyl The m xture so fornmed is spread on to a tem chloride polyner.

porary support such as a stainless steel con- The invention may be put into
-practice veyor and inmersed in the one stage |eaching



30 in various ways but certain specific enbodi- agent water, for
sufficient time to renove 90 nents will be described by way of exanple,
Ssubstantially all of the solvent and the renov- sone of which are as
applied to the manu- able particul ate fjidler, for exanple 1 to 3 facture
of ap artificial |eather. hours. In the exanples all parts are
gi ven | nBRgrks d1agrRl \hsirethmpald L ARASS SEREhORAS oY e BY-RRi ght |
water sp igesnVaheofrdgtated Wirkialyf stvps BE the |soRid phesexanpl es,

t he renovabl articu- _renovable .partic te filler, and nmay hav aje

111 or | SYBSRERTE o, AT B b Anianing ALFPE T IsREHE LrtS 17
The t em desgaribiec lthesiraguismide cfequedfcariaf mperating shepsat for attadhking
wat er shaulad AL PRI PRddh case: . .
cause sof ing of the working material suffi- Felts ci ent
to result in collapse of the porous struc- 100 40 The felts, are_nmde
from nyl &80 bres Reagants dnd QRRFAGPIS porosity. nechani Thpe [min]
entangling., Felt A weighs 350 In this exanpl e the tenperature t he
grans per dq. MOGETHRP r?é's"dan%e"'b(@qi hf ck-1 aler may be as hi gﬁsas
100[err] C. 2 ne?° cgu 5tm' ] i trte0 nd_th S; & density of The porous

wor ki ng materi qfll %f it{éil(?f;s,t %%F 5{1??07;%’% ?fé'r cc. Felt B weighs 450 grans
ped fromthe supp(?r and was % reéMbve” 105 45 per sq. netre and has an
average th cknggpy adadigres of filler and dried at a tenperature qof 2.5
mllimetrés and thus a dénsity of which should not be such as to cause
soften- & 18 gyrpEEM ¢S iH tdﬁcﬁé; tleserdpidstfey 1 ng of the wopking
material sufficient'to result ed in the exanples as desired.

in collapse of Mdt paraBitirsg ructure or reduc- l[tiwi Il be
appreci ated that there are four tion in porosity. The drying tenperature
in 110 5@ di fdEydn; veesthimyg, reitimss whi ch can be used this exanple is
conveniently 60[err]C. as follows:

EXAVPLE 2 7 Met HEH3CO) 100l imiddanml et ahe: ahd acetnlbion This rel ated0to the
production of a flexible |eaching agent which renoves both the

m croporod fi Ma®¥: cwahingadfeyiee anot her sol vent and the renovabl &

filler. . exanp] e of Method 1.
115 55 Net hofEeChan Haing stdfemefd two different 2

I hi t whi ! be msgibl M xt 2 f h
stage, - 0 S otk il o ARPFLFIS BeSlr ot hane 11 the | cabhi ng
agents arsg not .Irpﬁs’ciga%e iﬁc}fz%le%ﬂ/\e%ﬂ%%ﬂ%o?égr et hermopl astic maygbe

desirable to dry t'he materia t hane supplied by

60 the tp st . i n Limted undes the
120 ! ¥edpropanol; washing apd n%‘?r%%%ﬁ%ﬁgﬁ TN61

Met hod 3 4i3vol esprale £9R 9 A, @ Il dti€ral isatiofHI8AHK _
100 of |eaching agents. Sol vent - di met hyl for mam de

300 14 MeOH; washing . 1
15 DIPEA, 10% in CH;Cl,; neutralisation 3
16 MeOH; washing 1
17 CH,Cl,; washing, twice 2

Synthesis product according to the above block diagram:

Ac-D-Nal(2)-D~Phe(4Cl)-Xxx-A-B-Yyy-Zzz-Arg-Pro-D-Ala-NH,
(according to Formula I)



1,122, 804 Rcnovable Particulate filler- with

water (the renovable filler |eaching 60 sodiumchloride . 300
agent) for 1 to 3 hours to renove the renov-

Pi gnent - car bon bl ack 3 abl e_pgkrticulate filler and then dried at
90[ esr] The nixture I's prepared in the sanme way Cto

produce Ieémgge n1croporo%i 5 as in Exanple 1 the

pi gnent elnﬁ g&eneeR e synthesﬁﬁe Pénﬁ%%ﬂh?ﬁxﬂ%HQQHQQ%aflller
The subsehloranil testEmuarEm Christensen; ®¢dal CheAl IByHnd,s B )t i cal
to Exanp I [ r n_of_ a fI I bl

except tzg? é%g7§255 ta%%agﬁékgﬁ%gghgcggég&gﬁg %tﬁw) %ﬁﬁWﬂrEﬂm S
an exanpPBngf filmis dried at 90[err]C.

Met hod 3. EXAMPLE 3 M xture 6

This relgtes.to t rodyction of arigid Working material-a polyure-
10 #h&° inven E%egoﬁsﬁ&%@n Pmaaﬁ’a'°F§S&n§9ﬁ'e|th@xiﬁﬁﬂP@r@ftlon athane

(Est ane x@dicamenbhfloy tle tred®ment of viral iM¥ek®dohs, preferably for
Sol vent - ghgegg¥gtﬁgé¥gn]diFP§r286vel peptides ang their gyntheses are

Renovabl e "Par
sodi um cPl8pi described whioch can be usedlfor an¥dwiira] treatment.

t | |
&Epe[igdgﬂggﬁébfiéaﬁ are of. low E#%EEQE¥§3%§nggksgh§re ghest qgé%ﬂﬁea 5

18s rvEﬂ‘PPaE@tioﬁe the referengg coanaum ﬁsld@@ﬂwmldim@o tresitegk e
paper andt the same txme, thBBEQSObbﬁluBQrbECEhétﬁepkhbbgrtested ed in

a 50/ 50 h E70f net hanol
and mat§¥t%€%g %152 achpﬁz991%re and" EOS xTi@” n1%9&/élﬁ§ebﬂébé#ﬁﬁ and
treated N@EneXPagameytat 25[err]C for 1 to 3 hours to renove

tically to Exanple 2 to produce a rigid substantially all of the solvent
and the major 80 20 m croporous film

porti on DRetFefeEpBoabrempaundcabEt éazidpthymadine) tested at the same

EQA ﬁ/gLEtzméemap EérpPeqdipte]! SRORB5BUSalbb™f 3.10 x 10~2 mol/1.
All compounds were dosed in the range of 1074 to 1078 mol/1l.
The conventionally stated IC50 value {(inhibitory concentration

in which 50% of cells die in the non-infected culture) is

therefore higher than the highest dosage.

The infected culture treated has an EC50 value of 4.5 x 10~°
mol/l. Since the values for the treated, non-infected culture do
not fall to an IC50 value, only the value for the highest dosage
can be given for the IC50 value, that is IC50 = >3.3 x 10~5

. mol/1l. The therapeutic index (TI 50 IC50/EC50) is then greater
than 7.30.

Description of the screening method for anti-HIV activity

The process is suitable for locating active substances which are
effective in all phases of the virus proliferation cycle. The
test principle is based on the destruction of the T4 lymphocytes
by the HIV virus.



‘This relates to the production of a flexible EXAMPLE 7 25

m croporous filmand is anot her exanpl e of This relates to the
.producti on of a spongy Met hod 1.

m croporous film and is an exanple qf 485_

Met hod 4. M xture 4 Wrking material-- a

pol yvi nyfmall amounfpsyefy HIY virus arecpddedddopdhe,iagll qaHdures o At
Wor ki ng 1@&@&' &%oacéinﬁlbtéhlﬁkal reproduct:.on ¥cles are n¥kded tgpol yner

(Breon Vi n en chl or| de

Mar k) troy gleue T4 lyg\ggocy% a\ég'g % o syR qﬁaathee the 90

Pl astici regultsr. the working narre)

100 mat eri al - di octyl sebacate 50

Sol vent - cycl ohexanone (Sex- Sol vent - di net hyI f ormam de
400 Activet gubstrages\Vihf react with aggions (virus-Xjike 35

Rermovabl %ar@é&lb%‘)' ab@llfs' b&eh‘ith productsRQ{E)\@{é' Qrupa'lr tdéi’kés?ltﬁz didéer -

sodi um c sodiumch] orid

The ni xt Gpelné:esassar'é&haﬁrar@rlea@éaw%&# ar\ﬂettthqﬁgbéé&h RO taTa L9, -
tically b€ theamilasdst azmome@tf ety Rlells firigh idstmickian and

m croporqus .film EXAMPLE 5

CH err]- érr]H err] This relates to the production of a
f | exi bl eTheoltestngysteme ifr addomatied to permit examinatuinn o 4ilargend to

an exarrph b of cel1MARREY Ghich
oot hog Gmblt of cell¥PARFUctER with yiruses. ungnla;gb\g}éesgar ich Exanpl e

1 dggenerate, denaturise or that are rapidly metabolised,ganpokhat
the wett hogedeen)t bes rdilia®1yediscovered using Mhd Westd procedure.

in the solvent with the working material be- 45 - Wrking-

mat eri al - a pol yur et hane fore the renpovable particulate filler is
added. A2T (azidothymidine()a andh@®@Dhplexstd as osgitriere controlldhefor xthe e
is knife,cagated on to release 105 t hane supplied by B.
F. Good- paper and | eached in a 50/50 by wei ght m x- 50

rich under the.nanme Estane X7) 100 ture of nethanol and water (the first

stage  pesgt procedure 50! vent-di met hyl formam de 200 m xed | eaching
agent) af Zo[err[Cior 1 to 3 50 Renovabl e Particul ate

filler- hours to renove substantially all of the sol-
sodi um chl.or mzlelymphocytw (CENicelAnd ipes)Cigatd aﬁﬂ:édleni/ﬂi wrigaseterthe,

110 ment - car.kon bl ack . e b
| eached in wértaé:r;o( toﬁe %&?nd ﬁ ca. 1 : 0‘05% m rrﬁ’oéj‘%/ure éfgg%?ﬁed
in the sane way as stage filler Ieachi ng agent) as in Exarrple 1

in Exarrplze 2 gritles'sS dtARFWIEd St t(m:I b AUhHE &S kgél eacﬁé%]gst Y

produce a ‘'spongy m cro- gase paper

25[err] C i ndigsodiyed iinmdimethylsul foxidert (RMHRD) (arré Folyked iraghratio
agent) for lof 1Examleeypddts B st qicerned with the 115

Other dilutions are prepared in semilogarithmic steps with
DMSO and then added to infected and non-infected cell
cultures.

3. The cultures are incubated for 6-7 days at 37°C in a 5%
CO, atmosphere.

4. The tetrazolium salt XTT is added to the cell cultures and
the cell cultures are further incubated to run the formazan
colour reaction by coupling with phenazine methosulfonate
(PMS) through surviving cells.



-3 hours, to renove substantially all of the production of fibrous base
zones suitable for 60 sol vent and precipitate the working
material, use in conbination with surface |ayers accord- t he
body is then | eached as in Exanple 1 ingsto the invention in the production
of arti-

1,122, 804 7 ficial leathers. Such surface

| ayers nay bEhe individual E&ANPbElkﬁr@%erEnaﬁ%ﬁ?%@@pce with Exanples 1,

Gor ki o’ mat b PP EESRRSEOpeEr LoaTis Bnd® eanined PerpReoRcAlLY to

a pol yur et hadetéatpshywvietingneells in order to confirm the protective

el astoner suppkbgd, by Mon- 5 EXAMPLES 8, 9, 10 and 11
santo Chemi cal s Llnlted under These relate to the production of a fibrous
the trade nanme Texin 480A) base zone for use in the manufacture of an

as a 10‘V6$0|m~b§ﬁeby wrgatlhnectea celf a 2l
| eat her and are 1nﬁecLurt gy 8xa © fngfﬁ Fopgared.glth %EbaE%d§4oo

of Met hod 1.ToR~ ed cel ggher °°mRéPFé§QBFe (patrealedy e infigated
sodi um chl or ceéls and untréated uninfectedl@ells, activBXAMPLES 8 and 9

e el 2 bpeatacBashluATol! BATIESE gaiada na oLl LI P O

1. onpvERengamat plake.and sol vent -a pol yurethane (a therno-
EXAMPLE 12 pl astic pol yuret hane supplled This relates to the
productlyn of a fiprous 15 B. F. Goodrich Conpany base
zone for’useTh® REEIVARYQEt bhe g955eéng@mppnedTuadéeharmlasdane

synthetic |l eather and is an exanple of Method 80 X7) as a 20@6 by wei ght

) solut th fornmt M xture
12 20 f\;}g %“%’r ":*TR% ‘Y'x?ertﬁ“ﬁf}?g]t'jeﬁ@taﬂs can be taken~ WSPE‘. W&lﬁ&ﬂfm al
and soIv%hﬂateh¢@m¢de108polQmE(SQa pager bal7 (1989). a polyurethane
granulate (a

The peptides according to the invention are thus suitable for
the preparation of medlcaments for combatlng AIDS and for
combating dlseases that are associated with infection with the
immune deficiency virus (AIDS-related complex, ARC).

Dosage information:

The dosage of the medicament of the invention is between 0.01 mg
and 10 mg in the case of daily administration.



"supplied by British Geon t her nopl asti c pol yur et hane

sup- 85 ~ Limted wunder the Trade

.plied by Elastollan Limted Mark Breon 202) as a
12% under the trade nang fhastollan 25 by wei ght sol ution
ind- TN 61 EH 75 AHK as a 20% net hyl formam de . 100
100 Exappleel ght sol ution in di methyl Rermpvabl e
Particulate filler- f ormam de

90 - . sodign1fchlo idf . 52 156 Renovabl e

Part i cul B§RE}{¢ | pcordfpgeto formula Ir: Addi tional Solvent for

t he The felt is inpregnated by imersing it 30
wor ki ng eL) i et +1. in Mxture 12 and then exposing the
m X- ndZs ébééﬁgﬁﬂ? bﬁ%%r%ﬁn?ég1 0 67 ture contai ni ng
the felt to a vacuumfor a The m xtures are prepared as in Exanple

time sufticimalspOcepaH! toudsLlag) | 260°mak) B3n Bpnml.

renoved fromthe I nterstices of S
mangl ed %m@ﬁ‘?nﬁergéﬂylHu%FéPlet?heaFﬁﬁﬁséﬁa?Bé NE| sigpadfén p§s ﬁaﬁbugh

35 mxtare, 84R) Sromatici H 1@s; beCOBEMY hNHaonh5ycleal ane)elL 4all,s to renove
a proportion_o ed and % alrl1

g
|nterst|%%ger?%p?ggﬁéﬁ}eESSaﬁﬁﬁé Bé hngﬁg §u§éd hQV é %Sé Bedn s&laced
The i nprégdaked. 68|t severalwoukthplebser C8H adipbhticaaind @rroglasuco aming)Q

then passeflakir oughi cs) eBdeerhel h1topi Y Crosi Hig1l URIRHALIA Hieh, e,

felt

then i med| ate ion of the_inpregnant, "t wo

sanpl es @ r%ﬂergéﬂcpncm&tggf @héHsopsgﬁgabeQeﬁPngmaggﬂP 40
bei ng produced resulting in ratios of work- at 20[err]C for sonme hours and
then dried at ing material to felt of 0.8 to 1 and 0.5 to 1
90[err]C to produce a porous fibrous base zone.

respectively. It will be appreciated that a

surface 0 The inpregnated felt is then
|nned|atéggﬁplé ?he formof a filmor coating as described i Mmersed in
wat er ‘at 25[err]C for some hours in any one of Exanples 1 to 7 could be
45 then pgpehad QEc§§E§hg]€bebrﬁu§Q grhours and fornmed on a suitably
prepared surface of dried at 85 err]C to produce a porous fibrous any
suitabl e fibrous base.zone to forma syn- base zone.

thetic Iént-m-sﬁéa&ﬁhﬁs(ﬁmso—a ,PRE0I HEz)ISAnEXPMELE 10

t abl f.fib
sui t abl yBobeRdr I8 Bags: w@%wie £, 25t d ¥S e 7.0 and 6.6,
sol vent-2d, 4H, abpmakitt Hngyrhe 5 BbmouNHEONE z00H tpardald el 4.d
p0|yuretggggragrﬁgﬂkgpgetga ; 3p75t§nﬁaﬁo% PLARG i1 ARG prY i @

band t he astic poly urefhaﬁe

115 pli el -EI§§to$BHﬁraE|WFﬂ§épletsr CBHTHélﬁméﬁéﬁbﬁ@@%amqmﬁ¥kﬁc0uced

by ex- UaﬂﬁhotaélhEQdQ ﬁaﬁ525|a§b05ral multxﬁ@@@sesr%sﬂd%éi|§i&bﬁht1c H;
thlcknes Q %he order EH75 %K as a of
a

10- 20 it A of B8P0 ndn 20 nd 08y CEHBIa OsBoumra It Nra-

naterials produced by exanples 8 to 12 have met hyl
fornanidﬁass spect%gg' [MQHFHLCKQ?§S of the order of 40 thousandths of 120



Renovable Particulate filler- an inch. sodiumchloride
40 The water vapour perneabilities (WV.P.) 60 The felt
.Is treated exactly as in Exanples of certain of the exanples was neasured
8 and 9 the ratio of working materi al tg and are given below. This

5

property was felt being to 1. measur ed
at 38[erB¥amR¥e B a cal cium chloride 125 8

1,122, 8004 dri ed at nosphere on one side of the film is in
t he « ange .t lto fo 1L in_parts b 65 and a relative
humi di t%‘?ﬁst’l ‘fc%?F‘?Wo'E‘Ple‘?g%‘?gﬂ 1v: side of the film and

is expressed as grans/sq. 8. A net hod as clainmed in any one of the
metre/2 r . +q= preceding clains in which the

wor Ki ng%&m)él épeCtru‘g’ “‘g(%nl)l e1 'is%r oduct WV.P. 4460 mat eri al
conprises at |east one of the follow Exanpl e 2 product

W V. P. 6840mR- i i a z ol yV| nyl chloride, 70
Exanmpl e 3 ectx\:/u% Oﬂv@@l&g 280 ﬂké?tﬂ ’i‘:hoﬁgml? VI ngl chl or| de and

rodu
vinyl i defy Hei-6-5, many multlpk&sﬂp|eremﬁtaGUEPdvm piopads: 5.8 and 504,
chl grl de2 m 3cmplxymecoomy|ey{:rﬁmﬂa; de.snd4.3, 4.2 and 4.0, Exarrpl eI 6
pro uct W 6,760, ny aceta adi yrrer
ko1 8%y, 2.0 2 hi bRRAL s QR BELT 2R ERE QR
poI yani deromapbt ye8H prandde,9a several multlpletlse zddidiuah efllavhalte@t 5

partsby | & Vi Nyl ¢ f O ohyagr yizat a Lyt 5

of Nanoxoil@kl&% ppR'%rs 3 I|-Ico%e M 492 p(; &rg%\ié gfrmaAggl ygrgt hgng H

any of the Hplewrg mxtures given in the ex- 9. Anethod as clainmed in
Claim8 in anples results in the product having a useful
whi ch the working material is a polyurethane 15 degree of

nodi fication in its wettability or which has a predom nantly |inear
structure. wat er repell ancy properties. 10.
A net hodg o’lg ged in daim 9in 80

V\/mchthep yurethaneis derived from a WHAT WE CLAIM IS: -

pol yester by reaction with a diol and a di- 1. A nethod of making a

n1CrOpOfﬁ@Etldésﬂéaéﬁéiﬁg to formula Vv, IRR:YBBELGrBhagtic material which
conpri ses: . A nethod as clainmed in any one of 20 (a)

formng a mxture conprising a solu- the preceding clains in which the
exposur eMa$d spectrum: [M+HY]= 1431 :

1H-NMR—s:pectrum (DMSO-dG, 250 MHz) & in ppm:

8.7-7.2, many multiplets, aromatic and NH signals; 7.05 and
6.65, 2d, 4H, aromatic H Tyr; 5.85, m NHCONH,, Cit; 4.8-4.1,
several multiplets; CaH; 3.8 and 3.55, 2 m, aliphatic H; 3.3 -
2.7 CBH aliphatic and aromatic amino acids; 2.1-1.3, several
multiplets, residual aliphatic signals; 1,7,5,3 H, CH3CO™;
1.2, d, 3 H, C8H Ala; 0.85 2d, 6H, CS8H leu



tion of at |east one synthetic poly- of the mxture to | eaching agents is
ef fected nmeric plastics working material in an in one
stage and a single | eaching agent, the or gani ¢ sol vent,
the said solution have solvent and fillqg |eaching agent, is used to

ing evenly distributed through it solid Tenove the solvent and the

r enovabl EXpmpler 5 particles of a powdered renovable to
forma mcro- porous body 90 filler,

12. A t hod .as _c Claim .11 (b) shaping t he
nlxturenggﬁ ide a°°°£g§n3:¥°\ﬁ%<ﬂPlﬁI¥§ shaped mixture includes a

(c) coagul ating the worKki ng material by thernoplastic elastoneric

pol yur et a*1= treating the shaped mxture with at
has a pr ke]%om ngﬁ%clcty |near st]r uc1t4u4r4e and is 30 | east one | eaching
agent, which is at derived from a polyester by reaction with 95

| east pafyMvr. SPettirtin® (HMgb 1) PPz ) 8 i Qprend a di-isocyanate,

di ret hyl form sol vent, and elther at the same_tine or

ani de an@ -&5di-dm @%ngr md tipdetse aromakie japd NH signals; 7.0 and 6.6,

af t eLyvar @s d,edC i, NG rodatidH anam,alﬁi w-djm,atabe&alulh :ﬁ;B@iﬂB@Esﬂﬂﬁaﬁi I3 ev
eachi ng N e removabl e fi ave t a
conpri si AGMdre it tHe'er3v'e€ thh}e' s iplets é}? gz}'? a?ngn a
m cr opor eddphadliveamingi metildd; f2orGreinide, seam:t‘athenumlemﬂ resniual

solid fora'i‘lghatlc signals; 1,7, ly Bﬁ-tar th-PL&C?I & J3]d erap sadammaighl @rg de.

2. A nethod as clainmed in C'a Amehodascalmedlnanyone
of » CRE de ufherem)vable partlculateflller isa Cainm 1to 7
i n which the shaped m xture material in which substantially
all the par- includes a thernoplastic elastoneric poly- 40
ticles have dianeters |less than 100 m crons. urethane which has a

predom nantly |inear 105 3. Anethod as clained in daim

1. in s reand is derived from a polyester. whi ch t he
renmovabl e particulate filler is a by reaction with a diol and a

di -i socyanat e, material in which substantially all the par-

di met hyl plepyaid decditRflivgn fdiniiL8sr Bnd tides have
dianeters falling withinthe range the mxture is treated with a sol vent

| eachi ng 45 7-25 m crons. . agent

conpri si Massetspaedrushi dMymEeyastdthe 110 4. A method as

claimed in Caim 2 or solvent dinethyl formam de, and with a. re-

Caim 3,in which the mcroporous material, novable filler |eaching agent
conpri si dg-NMR—Spectrum (|m480+dsdwe6150‘ dem)aﬁd.mﬁmndrl ed has a thick- water
whi ch renoves the sodi um chl ori de. ness in the range 0. 010
to 0.020" 14. A method as clained in any one of

5. A net Bo@-ds Tol Manyd Myl timledto eramatiis and NHEIgnads ch7 8 ardsh. 6ne
of the 1Jzatuapw@mqmﬁs Immqm GLpY Qs 4oy Nos@BPAE 1S 2

m xture of ent on of vable fil]er to wor ki ng
mat eri al ™% é%'d‘l?qﬁé Sig&tiart 89 raé}ﬂ)\?artﬁ'e % |“f‘}]e'?iff]e%ft§n r‘Pgl’ré’?W"f H& range in
parts by 3wdi-@ht7 sﬁev@zﬁlag&ﬂtt:.plets CBH allmfxtt'ﬁc tand anﬂdrﬁ@t:b& ambmy abl e

0 verki C%'dgar 1 ]15 Aslg%} aC.'L “?ﬁ s([j’h:arrésﬁ?a%%#rﬁ hat‘}%c}%des a55

of wor ki ng nat’er
vinyl 120,7,5, 3 H. CH3C0 6.1 RQretdr}ocBHa,s CARiAled; 0. 85y DNeOWf chloride

vi nyl i de@ebgh_lyq_r,i gq gcopol yner, cycl o-



Clains 1 to 5 in which the proportion of work- hexanone and sodi um

chloride, and the |each- ing material to solvent is in the
range of 10 ing agent is a mxture of a solvent |eaching to
70% of working material by weight. _ qggent, nmethanol, and a renovable
filler 60 7. A nethod as clainmed in any one of the |[|eaching
agent, vEFapple 7 125 preceding claims in
whi ch the proportion of 16. A method as clained in any one of

wor ki ng g@égiéglaggogﬁgﬁalgos% §B&f ?8&3 the the preceding claims in which

the shaprn ‘tol to 4 in parts by weight and

the m xture of working material, solvent, and t he proportion

of fill egakg g@égtggmnagﬁghah_rqqggable filler includes i npregnating a per-
1,122,804 dried atnosphere on one side of the film is in the range 3 to 1
to 5 to 1l in parts by 65 and a relative humdity of 100% on the

ot her méngm-spectr&mdeemsm-a%,fsbm mel)lsla 3sed as grans/ sq. 8. A
hours

nmet hod | ai ged a ne.o

o etodi ng- I 2 B by i 83B18Y <! " Sromar. Thg M RilRAIS 5 1,300 ARy, P
4460 aromatlcnﬁtprc&FPhenpﬂlQeanétsléasﬁdond #f, tlrenfadlilco® Tyr; 5.9
Exanpl e ﬁn dECEmW§ P. Nﬁ%ﬁHZE)((I:. ' Qg1mits%rvﬁ%€§. m?%%%%:l%'tzsed CaH;

ponV|ny or| oduc
copol ymed 5 ¢ By Séﬁﬁﬁﬁﬁ-d@“&ﬁé?&ﬁhﬁn @éﬁeahphatxcmdpla@ognmmwv P.

7500 acids; q:hizotsdeaa@ eﬁg@byrfeﬂ .85 %havh, a8l 9rdg1ahatic Exanpl e

6 product in acetate "a but adi ene- styrenecopol yner,
a %§3ﬁﬁlﬁrq ﬁPGdHEP vvaé éﬂSOG 8H Leupo| yester, a pol yam de, a
polyesteranlde a The addition of at |east 5 parts by wei ght

pol yvinyl formal, a polyacrylate, a polysty- 75 of Manoxol N or TR or
Silicone M 492 to rene or a polyurethane. any of the initial

m xtures given in the ex- 9. Anethod as clained in Claim 8 in

anples results in the product having a useful which the working material is
a pol yur et hane 15 degree of nodification in its wettability or which has
a predomnantly |inear structure. wat er repellancy properties.

10. A nethod as clainmed in Caim9 in 80 '
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whi ch the‘ﬁo‘lmurethane is derived from a VWHAT WE CLAIM I S: -
il

pol yesym ﬂﬂﬂﬂﬂlﬂ th a diol and a di- 1. A nethod of making
a mcropk i ) polymeric plastic naterial which conprises:

11. A method as & afned in any one of _ 180_ (a) forming a mxture
conpxising a solu- the preceding clains in which the exposure 85

tion of @larBfst one synthetic poly- of the mxture to | eaching agents
is effected nmeric plastics working material in an in one stage
and a single_leaghing agent, .the, or gani ¢ sol vent he i

sol uti on! hav® m?%FG@ﬁFn ngoptpining. atnilsgst e compeimy f F¥inifl T

i ng evenly dost oiEbRoedullr Xagh it solid renove the solvent and the
renovable filler, 25 particles of a powdered renovable to forma
m cr o- por ous body. . 90 filler,

12. A net hoBoxmudpalied in Caim 11 (b) shaping the mxture, and
in which the shaped mxture includes a (c) coagulating the

wor king material b t her no I?sti el astonmeri ¢ pol yuret hane, which

treating the%ﬁgﬁé%‘lrﬁz%rﬁ?r‘é’%ﬁ ARl % Ar predoninantly linear structure
and is 30 | east one | eaching agent, which is at derived from a

pol yester by reaction w,th _95 | east partially mscible with the
organic a dr%rYXXazézaﬁF?§SEV5Raﬁ&a7§W&nrwn form sol vent, and
either at the same time or amde and sodiumchloride, and the m xture is
afterwards | ggehisng out substantially treated with a solvent and filler

| eachi ng all the renovable filled to | eave the agent conprising
wat er whi ch renoves the 35 wor king material in a m croporous

sol vent, di mekdyl bapganisds, marhe(aeinenov- 100 solid form
able particulate filler, sodium chloride. 2. A nmethod as cl ai ned
in Caim 1 in. 13. A nethod as clained in any one of whi ch the
renovabl e pawtyycsl ®d€ifti,| IDeiLyiss (R) ,CDeiaixgy,] D-HCA i n whi ch t he shaped

m xture " material in which substantially all the par- includes a

t her nopl astic el astoneric poly- 40 ticles have dianeters |ess than 100

m crons. ur et haneRahi cmayadhayeptdgomenmnimgs |(Gyedlg)roByl or 3. A nethod
as clained in daim 1(kq_{gtqu%g§5g”and is derived from a polyester.

whi ch the renovabl e particulé&e fil'ler is a by reaction with a diol and a
di -1 socyanat e, material in which substantially all the par- dinethyl
formam de andzzodi wmrehl,ONIds, M) t-Leuticles have dianeters falling
within the range the mxture is treated with a solvent |eaching 45 7-25

m crons. agent conprising nmethanol which renoves the
110 A A mrethoders dexi{magam Claim 2 or sol vent di nethyl
formam de, and with a re- Claim 3 in which the m croporous nmateria

novabl e filler |eaching agent conprising . is in sheet formand when
dried has a thick- wat &ugam ¢y daredhadeandings gluresr, galactewss jn

the range 0.0101" to 0.{d3Qse, altrose 4 mahdBid0ddfosd Al {®Ssd NoRNYaDhSe Of
50 5. Anethod as clained in any one of C ains to 10 in which at |east

one of the 115 the preceding clainms in which the propor- |eaching
agents is a B xture of S0l Nic), Mop

Formula XI:

x-A1-a2_a3_a4_a5_a6_p7_a8 psi a9-g.
where:

Q represents -NH, or -OQ1
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ti on—of rempvabte filler to working material |eaching agent and a renovabl e

filler i iS in the range in parts by weight of 0.5 agent.
parts Hﬁﬂmﬂmﬂﬂm‘lﬂ“‘mvabl e filler to 1 part 15. A nethod as clained in
Claim L sof *wor ki ng material_ 19 - whi ch t he shaped

m xture includes a wnyl 120 6. A nmethod as clainmed in any one of
chl oride vi nyihersh& chirdrrgewnol Ginf10kyallsrl, phenyd pFsPheRBL5 i n which
the proporti gub¥tifited dreed e esarsrSD0t e bPraTieyl agtotpe WeBRN7-10
ing raterial to solvqpt isin the range of 10 ing agent.is a mxture of a
sol vent | eac on atoRy 70% of working material by weight. agent ,

nmet hanol, and a renovable filler 60 7. A nethod as clained in any one

of the |eachj t : e i cl ai ns
in which t hemgqgerfortl Ox}]t%‘? ﬂdﬁ%gerA ?rlét%osdl%%?%lélgé[r%df?ﬁ %ﬁé gﬁgiggl

wor ki ng mat erdal the agehixedigakref ianiorgariciaci@rettli hybcrarhenin
which the shaldis Ur a grodgnge 1 to 2 to 1 to 4 in parts by weight and

the m xture of worlkq ng material, solvent, and t he proportion of
filler to morkjrmygmﬁ rial renovable filler includes inpregnating a per-
1,122,804 9 nmanent support with the said m xture, or

the working material in a m croporous nmoul di ng t he

m xture on to a tenporary or solid formas a surface |ayer having
65 permanent WheN®rt, or passing the mxture t he sai d porous

support as a gy mgeniad MMmﬁélmnﬁ'g%{éﬂ mecaﬁﬁééggsnz&ieh

support. 5 tenporg y or pernanent suppo ext rud- nmet hod as
claimed in Oaim® i3P9YR e nixture through a suitable die onto which
the synthetic organic polyneric plastics a tenporary or pernanent support,

or spread- w%{tingt_ terial conprises a blend of ther- 70 ing, casting or
spraying the t e?%ﬁto a noplastic elastoneric pol yurethane having a

tenporary or permaner@® support. predom nantly |inear structure
and a. vinyl 10 17. A nethod as clainmed in Claim 16 in chloride polyner.
whi ch the support is a tenporary support and 26. A nethod as clainmed in
any one of the may have the meaminrgstainl ess steel conveyor or a sheet
of sol- preceding clains in which there is incor- 75 vent resistant
synthetic plastics nmaterjal. porated with the working material as a wet-
18. A nmethod as cIainedRiQ\glain1 16 in ting agent a sodium salt of a bis
(al kyl) N-C-

Ry 7 {)[

where R? and R3 can be the same or different and

represent hydrogen or methyl, in addition R? can be an
alkyl group with 1-10 carbon atoms, a phenyl group, a phenyl
group substituted by one or several alkyl groups with 1-10
carbon atoms, a phenyl group substituted by one or several
halogen atoms, for example fluorine, chlorine, bromine or
iodine.

A1 represents:

D-, L-, or D,L-p-Glu, Nal, Phe, Thi, Tyr, Hca, Tpi,
Hpp, Mpp, Trp or Trp substituted at the benzene ring,
where one or several substituents are selected from the
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1 ich the tenporary or permanent support is sul phosuccinate. previously
s m mmﬁ‘" F configuration. 27. A nmethod as clainmed in daim 26
i NI u' making an artificial |leather which the alkyl groups are
the nonyl ot ti* 80 which conprises_fgéning a surface layer by decyl
gr oups. the nethod clairned in any one of clains 1 to
28. A nethod as cgedwpdhakogesy, orliOpi M, 15-0H, a@pefgnadk¥dih a per manent
support. O ains 1Cﬁ§b$5aiﬁoﬂﬁ'Qﬂdtﬂﬁiégéﬁ LBROFEPFraLEAL 281 ubriRkhOd as
claisted in aim 19 tn wth the wrking material as a proofing agent
whi ch the per manetR1IQEHP®r L cBFPFI®8s a a | ong chain pol ymer of dialkyl or
aryl al kyl 85 porous synthetic plastics material. sil oxane units.
21. A n%ghod q@féla'gpd in Caim 16 or 29. A lamnated m croporous
pol ymer it Z5°PXF3FHTS18 in which the support is a per- plastics sheets
materi al when nmadksby Bpa, Gln, HimpeMetsHpporHisokBe)si Hisaladven, aknitted
method as cl ai medebfn( 31 £oft Qﬁe%ﬁbﬂbzﬁpaotng’nl\.%v?g)t@lh' (e 17MRhe" balk
30. An unsupported m croporous polynmeric ~90 22. A hethod as clained in
Claim 19 in plab¥ics material made by a nethod as claimed which the
per manent SupReré& conprises a in any one of Clainms 1 to 18 and C ains 26
30 porous fibrous_base zone, made fr0£1a non- or iﬂ ﬂr an§ oqggoE CBainB 1
to 18 and woven t&xFPPESHERES| aP BGYEnBFQYRat PBnadlYh 9 30
pol yneric pl asti cernmat sihgle bond and 31. An artificial |eather nade
by a nethod 95 23. A nethod of naking_aaasa ificial as clained in daim
19, 20, 22, or 23, and leather as clainmedin aim?22, in which the dains
26 or 27, or Claim19, 20, 22, or 23, 35 fibrous base zone conprises a
felt made byyapgdv& 8hl) A8anfiRghani cal ly entangling staple nylon, poly
32. An unsupported m croporous poly- (ethylene glycol terephthal ate) or
pol ypropy- neric plastics material nmade b{6a nethod as 100 | ene fibres,
i npregnated with a substantially specNfically described herein with
reference to linear thernoplastic el astolggi ¢ pol yurethane, any one of
Exanples 1 to 7. 40 the density of the fel t'7before inpregnation 33. A
supported mcroporous polyneric being in the range of 0.07 gm per cc to
plastics matghrbah RBAgRAYRE RBLNBH BfeSR&Mb of &8 f#dreR® at@ r¥Nd the ratio
of pol yure- ﬁ?#calﬁs ggscribgg hereinemFtﬁ rggérence Fo any g105 thane to
felt in the FEBFBESNbasBYIsREeRei fig—Fa-2dk¥lopTERheprdsapd 8711 suitabl e
for use as arépeesants ﬁ&dtébbﬁsobycgecgbhlﬁﬁlooQ to 1 to fibrous base
zone in the nanufaﬁhu e qf an 45 1.5 1t0 1.
artificial |eather. 2 "A2met hod of making a | am nated micro- 24. An
artificial leather coOprising a porous polyneric plastics sheet nmaterial
fibrous base.zone_ggda met hod as speci- 110 which conpri ses:
fically desc?%bed ﬁgrgiﬁﬁﬁgﬁh reference to any (a) Forming a m xture
conprising a solu- ofle of Exanples 8 to 12 and a surface zone 50
tion of synthetic organic polyneric nade by a nmethod as clained in any one
of '
and [-] is a single bond which combines the carboxyl
group with the a-amino group, when X is a single bond
a3 represents Nal, Pal, Tpi, Trp, MeTrp, Trp {For) or Trp
with substituted benzene ring, where the benzene ring
is substituted by one or several members of the group
halogen, NO,, NH,, OH, methyl, ethyl or
Cq-Cy-alkoxy, where hglogen can represent fluorine,
chlorine and bromine,
a4 represents Ala
ad represents val or Meval,

a6 represents Gly, Phe, or D-Ala
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onprising therno- clains 1 to 16 and 26 or 27, or in
mﬂlmulmmmﬂmgl astoneric pol yurethane having of Clains 1 to 16 and
a predomnantly [linear structure in 35. An
art|f|C|aI Ieather corrprlsmg a -21 - NN - di et hyl

f or npam de, t ¢ sa fibroug,bas one Ci -

sol ution ng rﬁ?ﬁﬁ??"{:ﬁ é??rbﬁ?éﬁs'fﬁﬁﬁpﬁxdegﬂrﬁ ggd ﬁ“é’rsz%ﬁ 5 P%i

ref erence toA ny répresghtst apaediucedsisbshetrer ofoltenl or ®he of Exanpl es 8
to 12 and a gorf oypdereg ge bl g ki Liek de dherd
met hod as speC| f?%gnggggggrﬁ%ﬁ %58 n?ég'fg' Pri ng a a;/;é'rtuc?fedth M xture in
ad- herein wth thecbenseneoring asesvbskisubedsbyh&benSam§i th a porous

synthetic plasti C§ub&ti%ueﬁts5as61ar the cl8e of a3 FRERh bumRed . and
(c) treating the

er with water, so KILBURN & ST
coagul ate the \/vorEP*ﬁt})cPr&t ef; Irp &ﬁdsugsugutedd?ir éh’g E%Eﬁ?ts '
| each out the renandbkhef phhemabeulte&aely acchptabl ef csralttlse oAphecant s.

ERRATA SPE % kCé% 3 ﬁ% %\%% %%? Pag% é’-’ °§%‘?~%Ah for "agents"

read "agent" Page read
"copol ymer" Page Srllfﬁ.nersacmtatbpl astelta“ter,ea@klfplt&st ipbospbate, mesvlate

32, '"for "Plasti Bkzﬁgsylﬁ‘?:@q

2. A peptide or pharmaceutically acceptable salt according to
Formula II with the amino acid sequence:

[Ac-DNal(2)%, D-Phe(pc1l)?, D-pal(3)3,
p-cit®, Nie?, p-a1al19]-rLHRH

3. A peptide or pharmaceutically acceptable salt with the amino
acid sequence according to Formula III

{Ac-DNal(2)?!, D-Phe(pcCl)2, D-Pal(3)3,
p-cit®, Nva’, D-a1a'9}-LurH

4. A peptide or pharmaceutically acceptable salt with the amino
acid sequence according to Formula IV

{Ac-DNal(2)?, D-Phe(pCl)2, D-Trp3,
p-cit®, p-a1al0j-LuRH

5. A peptide or pharmaceutically acceptable salt with the amino
acid sequence according to Formula V

[Ac-DNal(2)?, p-Phe(pcl)?, p-Pal(3)?,
p-cit®, p-a1al®]-rERH
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cr o AP 27 57 (5% o™ oS, T 1o, o

"plastlt"cread plﬁstﬁcs Page 8, line 73, for "styrenecopolyner" r ead

"styrene copolyner Page 9, line 51, aftgp ~plastics" insert "wor k-
|ng" Pag 9 for, "sheets! "sheet"” e line,9
"ol ai ns" §eadA"QﬁQﬁ e ‘or ?yeygfcgggbgggﬂgeycceptagig salt w1%h %he amino

acid sequence according to Formula VI

w

[Ac-DNal(2)1, D-Phe(pcl)2, p-Pal(3)3,
p-HCi®, D-a1a10]-LHRH

7. A peptide or pharmaceutically acceptable salt with the amino
acid sequence according to Formula VII

[Ac—DNal(2)1, D—Phe(pcl)z, D-Pa13,
p-cit®, t-Leu’?, D-alal®j-Lurm

8. A peptide or pharmaceutically acceptable salt with the amino
acid sequence according to Formula VIII

[Ac-DNal(2)', D-Phe(pci}2, p-Pal(3)3,
pD-cit®, ala%, p-a1a'®j-rLuru

9. A peptide or pharmaceutically acceptable salt with the
following amino acid sequence according to Formula X

[D—Tpis,-Leu—psi—Leu13’14}BN(6-14)

10. The use of the peptides according to Claims 1-9 for the
preparation of medicaments for combating AIDS and ARC.

11. The use of the peptides according to Claims 1-9 for the
preparation of medicaments for immune stimulation.

12. A process for the preparation of a medicament for combating
AIDS and ARC, characterised in that a peptide according to
Claims 1 - 9 is mixed with conventional carriers, diluents
and auxiliary substances and manufactured as a medicament.
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