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: 5 IITLE: GREETINGS OR _THE L;KE CARD
19 DESCRIPTION
is TECHNICAL FIELD

The invention relates to gresetings or the like cards.
BACKGROUND ART
It is known from GB~A-2262861 to suggest a panel-form
Joudspeaker comprising:-

20 a resonant multi~mode radiator element being a unitary
sandwich panel formed of two skins of material with a
spacing core of transverse cellular construction, wherein
the panel is such as to have ratio of bending stiffness
(BY, in all orientations, to the cube power of panel mass

25 per unit surface area {u) of at least 10;

a mounting means which supports the panel or attaches

to it a supporting body, in a free undamped mannsr;

and an elsctro-mechanical drive means coupled to the”



This invention relates to a novel pharmaceutical fornulation conprising an
emul si on-stabilizing surface active drug which may be adm ni stered
parenterally or orally; and to the use of and a process for preparing said
fornmul ati on. BACKGRQJND OF THE I NVENTION  The present conmerci aI I y

avai |l abl e parenhﬁ; %/‘ adm ni stered formul ati on of 5-(2-chl or&]q;

nmet hyl t hi azol e, erea% abbreviated as CMZ, is a 0.8 Wv%s t|on o4f f he
edisilate salt of CMZ in 4 w v% aqueous gl ycose. The product is not
available in a nore concentrated form becadse the incidence of henolysis
and venous thronbepii QRiibhSsdSvdd@d MRACESR! ARL Y1 iR IB@gﬁQﬁé@'ﬂd £Ye Of
the active ingredient is also too |l ow at physiological pH The | ow
concentration of r&atoay peeqli ie redmmge tbuin dieatrital henmriodudhinsaused
for a prolonged period of tinme. This is a problemespecially in patients
with renal fail u¥erkmg tfﬁ@%EﬁPthf#MuﬁPrar#g@e%@t@é%&)%@ .probl ens. Hence,

t he above nenti oned probl ens have I | m ted the roduct s usefulness in the
clinic. Mdreover, the presence oRLgELQIURE QF INVENTION cated in the

ot oper L1 es-0f Sthe' cor tﬂ@%ﬁﬁtcs”@%f%g%?%?%%%%%‘) hog bR, YBBoReRBRE | Py of

the CMZ-edisilatg E._q 008 L RIRGLAl e ddds %Qgi’éﬁ AM5ie 13 Y rdh 1 §4-8
[err]C) and the substantial sorption of y I ntravenous I nfiusion gfving
sets This sorptand/én gPadifiiesligsbit 3mpnex@emfnqt eeplcbhbes bB blie eb+nic,
especially when treating disorders requiring

verpe@%@m e mwtlmnam y,{culecage|P . I5|7é@n')d€>ﬂ@§@@edate

form a5 W/V(VS dISI a al s unber, of
di sadvant ages 0su %éiotﬁlo “%’Fﬁsai: V%g’ﬁl"e capabillttgnﬁ%rsdﬁﬁaénaﬂﬂda | ow
level of path “tpmn%zsj&{? vibra Iio a0 éxm@%gg bﬂ)egﬂde@%éj Jwé'\% tggte of

the product. There I S accor roved
product opetdtifveostda p@ﬁrmgﬁain@adraadegéém & tmmmesy‘ o¥ten

but =not necessarily to edges of the membsr{s); are
configured with or without anisotropy of bending stiffness

- to have resonant mode vibration components distributed over
15 sald area(s) beneficially for acoustic coupling with
ambient air; and have predetermined preferential locations

or sites within said area for transducer means,
particularly operationally active or moving part(s) thereof
effective in relation to acoustic vibrational activity in

20 said areals} and signals, usually electrical, corresponding
to acoustic content of such vibrational activity. Uses are
envisaged in co~pending International application No. (our
file P.5711) of even date herewith for such members as or

in "passive" acoustic devices without transducer means,

25 such as for reverberation or for acoustic filtering or for
acoustically “voicing®” a space or room; and as or in
"active® acoustic devices with transducer means, such as in

& remarkably wide range of gsources of sound or loudspeakers
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DESCRI PTI ON OF THE | NVENTI ON The probl ens nentioned above have

surprisingly been sol ved by a novel fornulation. Thus, the object
of the invention is to provide a novel, clinically and
pharmaceutical ly acceptable and useful fornulation which is an

oi l -in-water en for parenteral and oral use i | Ses
(i) an enul sion- stabﬁ?lzing surface active drug in W@b@%ﬂﬁ?ﬁﬁ&d )
concentration; (ii) optionally a pharnacolﬁgically inert oil; (rii)
optionally a surfactant (iv) water or a bdffer; and (v) an agent

gi ving isotoni Cigped Osxhﬁﬂ iban¥itn input szgnalsf U YAl RYerted to saidhe
present invention is preferably related emul si on-stabilizing

surface active destgsi,hax ng anch as micrayuumeeowuuasawnosma to sound to
sedati ve- hypnotic effect or drugs for preventing and/or treating
neur odegener at i Ov® cerpssdted into oierasdgeadsd chronic neuropsychratrrc
di sorders characterlsed by progressive processes that sooner

later tead to neuronéfié%ll Qﬁ%ﬂﬂ4°5nd3ﬂstQﬁﬁ§ﬁgﬁ arly G°BGQ§%%% dW%BPders

i ncl ude strok h fu ctlons [ from
brai n and/ or gpré?% gﬁnﬁg& B 5xe Qﬁﬁﬁf Fﬁgg. gRPa C%HF a ey?g
drowni ng, and inl RELUGLRY B&r'%%E§ eﬂﬁQrQeon%%§|t@!ﬁoxb%eé§99¥§'al
brai n damage; mﬁh-uﬁwctdmmMra Al DS denenti a;

neur odegener at i veafii Seas enisdiizdatoAleaBonPRES Sath SRAMS, cards such, for

3 Parkinson's disease, Huntington's chorea, epil nmultiple sclerosis and
anytrophi c | at ere¥anpleressipgvedt fal apderansnd okbe didennection with surgery

i nvol ving extracorporeal circulation or in connection wth brain_sur

i ncl udi ng endarterect%ﬁﬂ?ﬁﬁﬁ fHE 839 Yﬁr%F%HQ%ﬁeﬁéscaaﬁﬁﬂ §£h?PGﬁ€tP8%§ as a
result of ex 1,AS [ n sted,
for exanple, Egyu{%eﬁa}% |ty Oér{éhéﬂ% al rred orrru ﬂaut%oérgefgg%%h%% ?ﬁdg%gyed

neuronal death idnd¥te gerbidpphibatessl ageghtisicRRerRded @k isyeRaentally
provided herein.
The dinvention is a greetings or the like caxd,
characterised by a board forming at least part of the card
15 and in that the board is a distributed mode acoustic
radiator having a transducer mounted wholly and exclusively
on the radiator to vibrate the radiator to cause it to
resonate. The board may be a panel having a cellular core
gandwiched between skin layexs. The board may comprise a
20 core of foamed plastics sandwiched between sheets of craft
board.
The transducer may be a plezo-electric bender. The
bender may be a crystalline member, 2.¢. & disc.
The beard may form a leaf of the card.
25 The card may have a pair of leaves, and means
associated with the leaves for triggering actuation of the
radiator on movement of one leaf relative to the other

leaf.
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Preferred enul sion-stabilizing surface active drugs are the CMZ-base which
is an oil at roomtenperature, and/or sone anal ogues thereof which are oils
at roomtenperature, nanely 5-(2-chloroethyl)-4-nmnmethyl oxazol e,

5-(2-chl oroet hyl ) -2, 4-di net hyl oxazol e, 5-(2-

chl oroet hyl ) -2, 4-dinet hyl t hi azol e or 5-(2-chl oro-1-
hydroxyethyl)-4ﬁﬁgﬁﬁ§$?hiazole or its optical isoners, the sOFFRBYGIY ve
drug functioni ng, besides having a pharmacol ogi cal effect, as a stabilizing
surfactant or co-surfactant at the |arge ifterface in an oil in water

enul si on system or i %@“%PSB&&Q%& He Mg BXE&‘tHf&fthx&Hl‘itsieOQi Q992 Lhe

actual oil phase in an e sion”system e use o IS I nventi OnN°Ts),

however, by no ngewerdtor,taf kRpliEiabouRl FRNELOGEEL OrBGS: iyt 0gOl| fofd SO be
used to include any other drug which displays suitable anphiphilic and.

emul si on- st abi | i oF righeprcepdrti es. A conventional pharnmacol ogically inert
oil is included as a conponent in the fornulati on when the enul sion-
stabilizing drug is not itsel BREEBIDEICRIDIION: GF DRAWINGShhase. A
nent i he faornul ati on when
?«,’? Jrqulelds giagxaczgm c%l&y Qliusetraqter&lf g}} v?am €

conventional surfactapt Ls.Loglu
the drug functlions agﬂﬁhéa?

oil phase of th 198 in [P QLN ! ' Q0. Ci t.0. he fina
formulation is S?%]E%!rag{g%' gf?/c@?eol ang'}pg?yg%?t%ﬁ%%}lg%' B%/Xn%lglnéhhof t he
present invention theigagdesir abke Hr apes+ines sRbw hat hg 235180k 88ahofNd t he
oral dosage form nentioned in the background of the invention, can be

avoi ded. Certai navigreskds, dsecessmridfed: eid clwmedal it ot uker-plading
tendency to accumul ate at the boundary between two phases. Such conpounds

are terned International application No. {our case P.5711}:
10 Figure 23 is a partial section on the line A-A of
Pigure 1i:

Figure 2b is an enlarged cross-section through a
distributed mode radiator of the kind shown in Figure 2a
and showing two alternative constructions;

i5 Figure 3 is a perspective diagram of an embodiment of
greetings card according to the present invention;

Figure 4 is a perspective view of a transducer.

BEST MODES FOR _CARRVING OUT THE INVENTION

Referring to Figure 1 of the drawings, there is shown
a panel-form loudspeaker (B1l} of the kind described and
claimed in our co-pending International application (our
case P.5711) of even date herewith comprising a rectangular

5 £frame (1) carrying a resilient suspension (3) round its
innexr periphery which supports a distributed mode sound
zadiat;ng panel {2). A transducer ({9} as described in
Figure 4, is mounted wholly and exclusively on or in the
panel (2) at a predetermined location defined by dimensions

10 x and y, the position of which location is calculated as

This Sheet Has Been Replaced

L



anphi phil es, surface-active agents or surfactants. The adsorption at
various interfaces results in fundanental changes in the nature of the
interface which are of considerable inportance in different contexts. For
exanple, in an emul sion the adsorption of a surfactant at the oil-water

interface Iower‘;g %pe Aint erfacial tension thereby aiding int 'g% Slsal of
e Pl

the oil into dr of a small size and hel ping to naintai |l ets
in a dispersed state. Unless the interfacial tension is zero, there is a
tendency for the oil droplets to coal esce 20 reduce the area of oil-water

contact, but the presence of the surfactant. nonolayer, at_th rf of the
dropl ets rgduceget%ﬁﬁl’b% sVt §o-.6¥erbc§|qgi f’B?l‘Enéftelé’é\a&gaPBE%lg%%}fjoent Tefir
coal escence and cags %&h' el ra%(éeSﬁgéaavatw,_ 0 ety sbaM adioMg¥sr . not

al | copventi onal sur?’acta ts display a s 1zing eftect suffitient to

al l ow storage fQantd tNGapRll 06 efudd FRe(pandicabl yedomnteeabsyadiate an
pharmaceutically interesting two-phase systens such as for exanple

emul si ons. The geonsti¢ caltmiapeThé tiensdmphiphd]) iic doliven| by andiohel
presence of any substituents in said nol ecule can have an appreci abl e
effect on it sEEBLEFZ$Hgl N oper-Gi-edP 2HHR | Wity Ty t CRBRE G T HRE t hat
e.g. CMZ and said angl ogues_ di sgl a¥oexc§é ent enul sion-stabilizing
properties whi cFEaPPBYT LGRS 6+t he e)(:’orrpounds to be stored for a | ong

period of ridi®es ?l%e de@ bie .geopRtipaley$izne abdstheeARRisphi lic

properties of the drug nole e It is adsorbed at 'the surface of the
dropl ets in the tagglghothe flafudispgaBeri (81 afidFidwid |y, packedei 2d esthowsi al
filmthereby reducing the possibility of collisions |eading to dropl et
coal escence and tdefisetprenttpmenpbd k.ed ssrapend t \(30f & Ppfeem (2) | @rRas

o150, SUrPrL oLy beeh oundoFhel B numereel £t Ugtodl WIS AN sl gRnoDt ¢
skel eton al so disghay 494 S A=82Pb} | Bl BhOPGIIILEE- 11ghtweight
framing, e.g. picture framing of extruded metal e.g.
aluminium alloy or plastics. Suitable surround materials
include resilient materials such as foam rubber and foam
15 plastics. Suitable adhesives for the joints (20) include
gpoxy, acrylic and cyano-acrylate etc. adhesives.
Figure 2b illustrates, to an enlarged scale, that the
panel {2) is a rigid lightweight panel hawving a core (22)
e.g. of a rigid plastics foam (97) e.g. cross linked
20 polyvinylchloride or a cellular matrix (98) i.e. a
honeycomb matrix of metal foil, plastics or the like, with
the cells extending transversely to the plane of the panel,
and enclosed by opposed skins (21) e.g. of paper, card,
plastics or metal foil or sheet. Where the skins are of
25 plastics, they may be reinforced with <fibres e.g. of
carbon, glass, Xevlar or the like in a manner known per se
to increase their modulus.

Envisaged skin layer materials and reinforcements thus
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Exanpl es of the types of drugs, besides CMZ and its anal ogues, which have
been found beneficial to use as emul sion-stabilizing agents i ncl ude:

anti depressants, neurol eptics, inmmunosuppressants, i mrunonodul ators,
antibiotics, antiinflamuatory agents, proton punp inhibitors, calcium

channel bl ockers, such as fel odipine, and beta bl ockers. Since it ;s
usual |y obser ve¥OPHE®B4Iyi xt ures of conventional surfactants f8FHEEYSR Hore

stabl e systens than do single surfactants, even with very dilute emnul sions,
it has in sone cases been found beneficial®to use emul sion-stabilizing

curface 2ot ve, gl bttt AN S gS "Gkl gl ” R 10

phar maceuti cal | CCept abl'é ridn- ol'oXxaners

F68, F127 or L92.45h;ROL¥EXYLIMELNG SRERbESM { toha?GiedveS! €48 well as
pol yoxyet hyl ene stearates or sorbitan fatty acid esters; but preferably

together wth phagelo! i PbstSed Syeipeds PHEinadels, phaspiming)i dandsoyscious
phosphol i pi ds, synthetic phosphatidyl cholines (e.g.

di myri st oyl - phosyn&bhetyt cpdbshbc{ DEFG)s aofll/ bigh modulus, such as Mylar

di pal m t oyl - phosphati dyl chol i ne SDPPC ) or purified phosphatidyl -cholines
of vegetabl e %ri{T™), Kaptan (RTM), polycarbonate, phenolic, pply@skehritciple

is full d b jlled i ihl f
2 stabl b tuo. pIASESERSTERT HIRE G THRRAAE ORoBF B s opf Tl S g
ment i oned above., gher Ehé@@ Gt Yl 71 gﬂﬁéﬁ%ﬁtﬁibﬁ_ Qﬁe%%é) wie'&j%rﬁ“?h?:fée getive

drug alone or the slUrface active dru oget’her wit optional surfactant

nentioned above,}jdiddatriyBeasapEl fridte thBkhbplASE O dhdes! 2rge tiderdaee in
this kind of systemto incorporate a high concentration of said surface

active drug. |nktenothEnl aspedheoin]ideionvsotlding C¥Vuahda tihd nabloims or

mentioned anal ogues _or any other appropriate drug which is in_the |iquid
state, coul d-&I &&eddfcCiforFugd 1eke S42Eualfa%i PPpRas8XPHRAN 3BHAI L1 eE8Stemin

(nat Ve TRk 0 PUSELL) Wy EVEOROLR! S ol hac ey S oL, Ui

drug. In the |att sdl ornulation’Ts y “an he" above
nentioned conveni08ateStHdAGrak$ection, a proferred orientation for the

good propagation of treble enerygy from the driving point to
the panel perimster.

15 Envisaged core layer materials includs fabricated
honeycombs or corrugations of aluminium alley shset or
foil, or RKevlar {RTM), Nomex {(RTM), plain or bonded papers,
and various synthetic plastics films, as well as expanded
or foamed plastics or pulp materials, even aerogel metals

20 if of suitably low density. Some suitable core layer
materials effectively exhibit usable self~skinning in their
manufacture and/or otherwise have snough inherent stiffness
for use without lamination bhetween skin layers. A high
performance cellular core material is known under the trade

25 name ‘'Rohacell’ which may be suitable as a radiator panel
and which is without skins. In practical terms, the aim is
for an overall lightness and stiffness suited to a.

particular purpose, specifically dincluding optimising



The | ocation of the drug in the fornmulation in the forner case can be

est abl i shed by known techni ques such as [err] CG-NMR and a spectra of an
emul sion with and without CMZ is shown-in Fig. 1. Using 13C-NWVR chem cal
shift determnations, it is possible to obtain information on the |ocation

of the CMZ-nolecule in the emul sion system For exanple, acc | Fi g.
2 the chem cal ‘g’ﬁigﬁf%ﬂof t he carbonyl carbons of a phospholi g?gbgngﬁ are

| ocated at the interface in the enul sion system is changed in the presence
of CMZ. In fact, there is a linear relationhship between the concentration

of CMZ in the sys L AN 1N ' [ onyl
carbons (Fig. Zgé.ogx?%%g%ﬁjé%&gaf@?%iée O%Q(?hgpﬁeﬂ g%%%; Jc%éf bg{:\as%g%eiﬁ%é)

| ocated in the @,%'rt\}gegﬁ the.enul sion droplets is essentially unaffected by

t he presence of whi ch can al so be seen in Fig. 2. Notably, the effects
of CMZ on these shifthdi dimremsies 3k mysdaanp aitley edgelepdndbnt padel (2)
tenperature, as shown in Fig. 3. Since the chem cal

7 shift of a Agcl arevespen8sconsive | AdeRli aPeValeRt oPfenttRY er®32err]),

th findi I | how t hat i [ [ ted i.n th f

ogion of 1 nS cAIRSESNREE Bl 6o, a1 Lasnek et Rl fuser o s ERAet o PRt he
the eAffSERREr bl & . Al :

B oml i on not “RReRt oBitbe DRILTERE RER Lol TanP RRyS oo SRt i Ly

but al so makes igosR@88hb! etbo ﬁ&ﬁ@%OV@x@éﬂi@eﬁﬂo@aﬁeﬁtabtéi t §iofrimecedr ug
in sone cases, rendering it possible to prolong storage of these novel

formul ati ons of respnaGbl aguidlry awerofthich@aardl oglibs patchms cwdwerbe of
appropriate drug at roomtenperature. |Inproved chem cal stability of the
drug as wel | as kityoes-paged cedtestiadi | iasy qrumopeyf BERdI 4R 6ATKERELRl0 been

oDt ained Mol © S U RIS S1 LBl LI NR0R0MES (OLoBIY, BLEeY: o 2t
an emul sion, Ny i3hle@ibndnbot sl AN0Cl L R h1E SO LA G, |t
possi blle to substantially 1 ncrease the drug concentration
in these and card, and some cores may be self-damping. Where
desired, the damping may be increased in the construction
of the panels by employing resiliently setting, rather than
15 rigid setting adhesives.

Effective said selective damping includes specific
application to the panel including its sheet material of
means permanently associated therewith. Edges and corners
can be particularly significant for dominant and less

20 dispersed low frequency vibration modes of panels hereof.
Edge-wise fixing of damping means can usefully lead to a
panel with its said sheet material fully framed, though
t+heir corners can often be relatively free, say for desired
extension to lower freguency operation. Attachment can be

25 by adhesive or self-adhesive materials. Other forms of
useful damping, particularly inm terms of more subtle
effects and/or mid- and higher frequencies can be by way of

suitable mass or masses affixed to the sheet material at



systens conpared to a water solution of the drug and at the sanme tine

mai nt ai ni ng a physi ol ogically acceptable pH thereby rendering these novel
formulations clinically nmore useful. It has furthernore beconme possible to
repl ace glucose with glycerol, which is not contraindicated in the

treat ment and/ gaggntion of neurodegeneration. Many of th
nment i oned surfg%ggzctllce drugs are known to cause henol ysis ggﬂ&g}ﬁmadg -

t hronbophl ebiti s when adm ni stered parent eé ally as water solutions.
Consequently, it was nost surprising and ctfinically inportant when it was

found that thesereaeebrhOidtledireensvaGraidingots idun R{a%i%@gnknafrﬁéiﬁn made

it possible to greatly reduce the incidence of henolysis an

t hronbophl ebiti #x#@d even in sone cases nmade the synptons to conpletely
di sappear wi t hout reducing the pharmacol ogi cal effect of the drug. In
8 addition to thisA& narpestin opargl clahi cdedgridied preboveceuts cadil-y

undesirabl e pro%rti i vve{e successfully dealt with by using the novel
formul ati on acc a’PHS PBRthe pFRRefPUPAVEHSTEN. TEtethendatk ety gote. g.

CMZ in the cl_,si ”is%r\éﬁ?%iggp#:%@g. byreei&g?st ti ﬁ%tl%%t reggggdgi %ﬁélf#’l@q t he

drug by intravenous sifon giving sets and ove

enul si on Qra||YCbhsﬁéﬁeﬁﬁﬁyuiﬁéﬁ%tiEhEEetﬂﬁﬁéfﬂt'%QrguEQ%iQnsMﬁﬁhfﬁfﬂ) pabl e
of inproving the conventional |iquid oral dosage form by a considerably
better masking ekbotktibi tposert att e e ChEfomnd sating heermargy t bPe wolfdmg t he

problemof the acidity of the syrup. Anot her chj ect of the present
invention is a HFEERERCY ofiPRELIHERA, atTesincs taeflnekévef @ndul standing

conprising the fol |l ow st eps; in e se ere the

emul si on- st abi | *2"Ag 53??5%@ a@'f‘fivew&%gg i e_nogé!"taé‘é‘ﬁfgeusé’tf asSHRRFHRt er nal
O b has ', FOREPASELEE 108 S, Sttt M LAER AT L ene

0i | -wat er - syst effepkofifeda IRARA" 2bUbLIings.

While the radiation from the acoustic panel is largely
non~-directional, the percentagse of phase related
information increases off axis. Por improved focus for the

15 phantom stereo image, placement of the speakers, like
pictures, at the usual standing person height, confers the
benefit of a moderate off-axis placement for the normally
seated listener optimising the stereoc effect. Likewise the
triangular left/right geometry with respect to the listener

20 provides a further angular component. Good stereoc is thus
obtainable.

There is a further advantage for a group of listeners
compared with conventional speaker reproduction. The
intrinsically dispersed nature of acoustic panel sound

25 radiation gives it a sound volume which does not obey the
inverse square law for distance for an eguivalent point
source. Because the intensity fall off with distance is

much less than predicted by inverse square Jlaw then



- allow ng the enul sion-stabilizing surface active drug or the

enul sion-stabilizing surface active drug together with the
conventional surfactant to equilibrate at the interface; - addi ng
an agent giving isotonicity to the final formul ati on; and -
honogeni zi ng by _hi gh pressure techni que whereby a stabl i IS
obt ai ned whi ch ﬁ@ﬁﬁ@”§¥oplet size distribution where thgcﬁg#%ﬁ ?gcfion
i s bel ow 200 nm or in the case where the drug functions as the
internal oil phase of the system by 9

9
- dispersing the enul sion-stabilizin urface ct.i g er
with a conventi o?l%ﬂsequentlguf?%&féﬁFgFﬁr%vﬁn p%?rl%g%a%gér{rglelr zﬁéglree?’ Ehd -
al1ow ng said surfactant, EQe@ﬁuf$beﬁ§E%§Heﬂ3@ﬁeaker pfdﬂd%é%aﬁehupgrior‘
addi ng_an agent giving isotonicity to the final formul ati on; and

- honogeni zi ng byrdih dFrReSUESHb ST liontRAELbYaY speakarst abireiemussi on
i s obtai ned which has a dropl et size distribution where the main
fractipn i s bel opecause th@Oofifrcentiiee pleseadtligtenerndbasinat isnfdayi te
sterile filtered. Instead of water a sodi um carbonate buffer may be used.

| f the drugs 3redewEnsd peonlemdae @ REPdMity e thet RepreRe S8 ens

dily be: terile filtered which t hat i n.f ' f

The Gize dlstri bEITEOM BnERBPTH G & HEaRRa D doRAnehh EiH hrkt BBAERD ©

bel ow a 100 nm (ggéﬂé%%g%é%&w%f Jdord8kpSE@i i T ddihealdl RRERBLAHWEt hout
|

the addition of at, is usually required in a process like this
(typically 60-70¢f&t rife fudenee, 1dyadgeakenher ent characteristics of the
novel fornulation according to the present invention it is possible to
prepare these systensllatrer oiom aleepeti wrdvantalgea ofean fdiddpl etigityreigbrow

100 nm (allowng sterile filtration) w thaout the
( 10 gpanelmform speaker, )visually attractive, of good sound

quality and requiring only one transducer and no crossover
for a full range sound from each panel diaphragm.
Figure 3 illustrates a greetings or the like card
(144) incorporating loudspeaker technology of Figures 1 and
i3 2. The card is in the form of a folded member having a
front leaf (145) and a rear leaf (146). At least the rear
leaf (146) is made from a composite board consisting of a
core (22) of foam plastics sandwiched by skins of craft
board (21) to form a rigid lightweight distributed mode
20 acoustic radiator panel ({2) of the kind described in
Figures 1 and 2. Such composite boards are known under the
trade name KAPPABOARD. It has been found that a panel
shaped according to the Eufopean standard ‘A’ series 1is
suitable.
25 A transducer (9) as shown in Figure 4 is attached to
the rear leaf (146) to vibrate the panel (2} to cause it to
resonate to produce an acoustic output. The transducexr (9)

is driven by a signal generator/amplifier/ Dbattery unit



additional help of solvents or co-solvents during the process of

manuf act uri ng. This novel fornulation conprises in general the

enul si on-stabilizing surface active drug in a concentration from about 0.01
to 5% wv. Mre particularly, the novel fornulation of the invention
conprises: a) tWaogPagkssi on-stabilizing surface active drug i pepgpagpigt of
fromabout 0.01 to 10 5.0g per 100 m of
the final forrmulation; b) if the drug is nQt itself used as the internal
oi | phase a pharmacol ogically inert oil may be used in an amount of from
about 0.5 to 40gen #R0cHliofaddimitanal hoswitad i @) T@hdefiia bal NGhe

sel ected from any pharnmaceutically acceptable oils, such as soybean oil,
saf fl ower oil, deddnwioithe pwadutscoials, twotaaliseed the, shgnabogensérator
sunflower oil, corn oil, olive oil, nmediumchain triglycerides (such as
Mglyol[err]), o&fmeRcERGI @Y HoRP§Reeeri des; c) a surfactant in an anount

of fromabout 0.1 to._20 r. 100 of. the final fornmul ati on, sai

surfactant being sel égt gfﬂffr}(?ﬁ] ﬁﬁgé%h%t?arfac‘éhtqr}‘éél By rAREEPE Y ANIEASNi ¢
rfactants, ch ,ag.t I rs. E 7 . or. pal et hyl ene

:ch)r bitan f Zt ts;slua(gL i)dggs%lg:rl%?m%?%x%etr%%%gégét %gFg?ééglqotf %;%61%6 gﬁa‘%\#?tatt’tet y

aci d esters; butcapaeler@videagst Biedr Wyt BhehesiRhokl PEAss BUYER 88e €gGaYol K
phosphol i pi ds, soya phosphol i pids, synthetic phosphatidyl cholines (e.g.

di myri st oyl - phosphatvhgiduiied ned(OVRQ) hahdiog the card or standing it on

di pal m t oyl - phosphati dyl chol i ne (DPPC)) or purified phosphatidyl-cholines
of veget abl e oridgiSHEE8Feany ot her suitable surfactants acceptable to

regul at ory agenci es ((GRAS status); water for ipjectiqn or suitable
buffer; e) pref erredﬁ‘g'a%‘é’ﬁe[sfl F%O‘é%\/aedﬁ)r§8tgéﬂfz%’ft§?)tgbﬁfedrlisﬁﬁb\dt)‘? °48i on
are glycerol;andge1SqkbI Q! . +h el ey 04t 5 Of %Pﬁﬁ& Iy ;gnal s is
conveniently frg!% %bogtzlyo.l% t% e3h’8°g pe‘?lfllaocr of the ?t?%a %lg:%nﬁ%%igon,
preferably 0.5 bendedy(pey niithtdd oh kheifdénadid)or gubat benprdde, armunt of a

pharmacol ogically inert oil, if any, is conveniently fromabout 2.0 to
is bonded to a face of the panel (2), e.g. by an adhesive
bond (20). In operation an acoustic signal applied to the
transducer {9) via leads (28) will cause the piezo disc

15 (27) to bend and thus locally resiliently deform the panel

{2) to launch bending waves into the panel.



30g per 100 ml of the final fornulation, preferably 2.0 to 20g per 100 mi

of the final formulation. The anmount of surfactant, if any, is conveniently
fromabout 1.0 to 10g per 100 ml of the final formulation, preferably 2.0
to 5.0g per 100 m of the final formulation. The anount of the isotonicity

agent is fron1§pr%m%nO to QQWGE$M%§?per

100 M of the fina ormul ati on. The adm nistration in the hove hod
of treatnent of this invention may conveniently be oral or parenteral at a
dosage l-evel of, for exanple, about 1 to 5hoo ng/ kg, preferably about 10 to
1000 ng/ kg and especially about 25 to 2ap A kg and may be administered on
a reginen of 1 to 4 doses or treatnents"p%r“day. The dose will depend on

the route of adpini of gabkeings Afrethed 1104188a bainaGaRtaki 964 iY RA¥EAAYS
adm nistration. It will be appreciated that t he severity of the disease,

t he age of the fetmiog a&nleasbheraftacfotbe noayrdnlahy tonshalerte bparfiels
attendi ng physician will influence the individual reginmen and dosage nost
appropri at e for@adpatritufedr nede agpustienraiatos dadilpgasi dranefreenovel

nmet hod of treat nent al.so inyol ve renteral adm njstration of the dr

T the Torm 5t Truben wonnT: SRt R al hR e AR £ooribrats MU

i nvention wl |l rihe f e, which however are not
E%x%%éﬁ%?g 69 &L@’e Wy +@1 & e

limtative: | -1 n-wat er enu sions of CMZ for intravenous
and oral use wezge prepafRdibgemokhankolline Bgre0BPEOLIF to claim 1,

Ex. 1 QVZ 0. 5g DVWPC

2.0g characterised im that the board is & panel bhaving a
cellular core sandwiched between skin layers.

10 3. A greetings or the like card according to c¢laim 1 ox
c¢laim 2, characterised in that the board comprises a core
of foamed plastics sandwiched between sheets of craft
boarxd.

4. A greetings or the like card according to any one of

15 eclsimg 1 to 3, characterised in that the transducer is a
piezo—slectric bender.

5. A greetings or the like card according to claim 4,
characterised in that the bender is crystalline.
5. A greetings or the 1like card aceceording to any

20 vpreceding claim, characterised in that the board forms a
leaf of the card.

7. A greetings or the like card according to c¢laim 6,
characterised in that the card has a pair of leaves, and
characterised by means associated with the leaves for

25 triggering actuation of the transducer on movement of one
leaf relative to the other leaf.

8. A greetings or the like card according to claim 7,

characterised by a signal generator, an amplifier and an

- A
LR LIRS




DPPC 0.5g Mglyol 812

2.5g dycerol 4.0g Water for injection to

100 m Adjustnent to physiological pHwth 1M sodi um hydroxi de.

12 Ex. 2 CvZ

0. 5g DMPC 2. 0g DPPC CT/GBISN2144
0.5g Mgl yol 81‘5’597/{}9841 2.59g dycerol ¥

2.0g Sodi um carbonate buffer pH 7.0 to 100 m

In a first step the enul sion-stabilizing dirug and a surfactant were added
to a two-phase siEcePicObit¥@Plon Al 1688 E e¥Reicakd e and were subsequently
allowed to equilibrate at the interface. This formulation, together with
addi ti onal i ndi @at edacogpesieitigs | brt hehd odikba,cards hecooiingedtandatshe
resulting emul sion was stable and had an average drogl et size bel ow 100 nm
and coul d easi | ypissediag tlain,| chasdctooadinini thady the bognd\vpe sdpptegl

G l-in-water emul sions were prepared as described in Exanples 1-2 wth the
fol | owi ng conponght<gceive printed matter. Ex. 3 Ex. 4 Ex. 5
5- (2-chl oroet hyl) - 0. 05¢g 2.0g 4.0g 4- et hyl oxazol e DMPC
0. 49 2.0g 4. 0g DPPC 0. 19 0. 5g 1. 0g
g/l 8| yol 8%20 ) 1.0g 5. 0g 10. 0g d ycerol
. 0g . 0g . 509
This Sheet Has Been Replaced

T L

1] s Iy



Water for injection to 100 m 100 m 100 M Adjustnent to
physi ol ogi cal pH with 1M sodi um hydroxi de

13 Ex. 6 Ex. 7 Ex. 8 CvZ
0. 05¢ 2.0g 4. 0g DVPC 0. 4q 2.0g 4. 0g
DPPC WO 97 0. 1g 0. 59 1.0g Mglyol 8lricrosmzias -
1. 0g 5.0 Py a ycerol 2 54 1. 54 1. 25¢
Sodi um carbonate buffer pH 7.0 to 100 m 100 m 100 m
EXAMPLES 9- 12 Q| -in-water enulsions ée prepared as described in
Examples 1-2 with the foll ow ng corrponJ;i\? :
Ex. 9 5-(2-chloroethyl)- 2.0g 2, 4-di net hyl oxazol e DMPC
2.0g DPPC 0. 5g Soybean oil . 5. 0g
G ycer.ol 3.0g Water for injection to 100 m
Adj ustment to physiological pH w th 1M sodi um hydr oki de
Ex. 10 CMz 2. 0g DI\/PC% 2. 0g DPPC
0.5g Safflower oil 1 5.0g dyc ? ? 3.0g
| /
/:
X
-
Ay ||| __iA
3
28
10

Fig. 1

SUBSTITUTE SHEET (RULE 26)



Water for injection to 100 m Adjustnent to physiological pHwth 1M
sodi um hydr oxi de 14

Ex. 11 5-(2-chloroethyl)- 2.0g 2, 4-dinmethylthiazol e DVPC

2.0g DPPC 0.5g Cotton seed oil 5.0g G ycerol
3.0g Water for nj ion to 100 m Adjustnent to physi ol og} ith
1M sodi um hydro‘?’é?ﬁg&ﬂl Ex. 12 Cw Ebﬁéh%mi‘hﬁ“ i
2. Oy DVWPC’ 2. Og DPPC 0. 5g Soy
bean oi l 5.0g Acetyl ated nono- ,gl yceri des 2. 59
G ycerol 3.0g Water for | écti on to 100 m Adj ust nent
to physiological pHwth 1M sodi um hydroxi de EXAMPLES 13-16

G 1-in-water enul sions, according to Exanples 9-12, were prepared with the

only djfference that a sodium carbonate buffer pH 7.0 was used to a final
vol une of 100 m instead of water for injection and the amount of glycerol
was reduced to 1.5g per 100 m of the final formulations.

: 2
7

G ?z Y

21

I

Fig. 2b

SUBSTITUTE SHEET (RULE 26)



15 EXAMPLES 17-20 Ql-in-water enul sions were prepared as described in
Exanples 1-2 with the foll ow ng conponents:

Ex. 17 5-(2-chl oro-1-hydroxy- 2.0g ethyl)-4-nethylthiazole Egg yol k
phosphol i pi ds 2.59 Mglyol 812 5.0g G ycerol

3.0g Water for Qi Lon to 100 m Adjustnent to physio ' o W th
1M sodi um hydro‘klajggﬁgs‘no Ex. 18 Ch/zb@gbﬁﬁ,

2. 0g Soya phospholi pi ds 2.59 Mglyol 812 5. 0g

G ycerol 3.0g Water for ipnjection to 100 m

Adj ust ment to physiol ogical pH with 1M soqyﬁ hydr oxi de

Ex. 19 Fel odi pi ne* 0. 1g Soy phosphati dyl choli ne 2.5g Soy
bean oi l 10. 0g G ycerol : 2.59 Water for
injection to 100 M Adjustnent to physiological pHwth 1M sodi um

hydr oxi de *Fel odi pine is 4-(2,3-D chl orophenyl)-1/4-di hydro-2, 6-
di met hyl - 3, 5- pyri di nedi carboxylic acid ethyl nethyl ester.

" G
Thh— | '

g —+— 146

12

145

Fig.3
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16 Ex. 20 C\Z 2. 0g

Pol oxaner F68 2.59g Mglyol 812 5.0g dycerol
3.0g Water for injection to 100 m Adjustnent to physiological pHwth
1M sodi um hydr oxi de EXAMPLES 21-24 QG l-in-water enul sions were

prepared according to Exanples 17-20 with the only differeng 135?9%;0 4§odi um
car bonat e buf f &0 $H9¥I0 was used to a final volunme of 100 m"i'hstie of ~
water for injection and the amount of glycerol was reduced to 1.5g per 100
m of the final fornul ations. EXAMPLES 25-26 O | in water emnul sions,
where the enul sion-stabilizing drug was usgflas the sole stabilizing agent
in the system were prepared fromthe foll édw ng conponents:

Ex: 25 CMZ 0. 59 Mglyol 812
2.59 Gycerol 4.0g Water for injection to
100 mM Adjustnent to physiological pHwth 1M sodi um hydroxi de.
Ex. 26 CVZ 0. 59
28

SUBSTITUTE SHEET (RULE 26)



17 M gl yol 812 2.5g Gycerol

2. 0g Sodium carbonate buffer pH 7.0 to 100 n

In a first step the emul sion-stabilizing drug was added to a two-phase
system oil-water,.at roomtenperature and was subsequently allowed to

equilibrate at the interface. This fornulation, together w th addi'tional’

i ndi cated co N84 i foryul ; ni a resultij
enul si on masggﬁgglgﬁéﬁg %gﬁvaﬁ g%é%ﬁggﬁﬁfggﬁQSESWéé lépgﬁk%ggc%nggnégg
easi |y be steabhatbicl pehed {R00eBfbhikbt €6) an ¢ 1 EXAMPLES 24730 wiPhini g
wat er emul sions were prepared as described in Exanples 25-36 wth the
fol | owi ng cowpa@henysfreégquency band for the loudspeaker.27

5- (2-chl or o- 1- hydr oxy- 2.0g ethyl)-4-nethylthiazole Mglyol 812
5.0g dycerol DE~-A-3,239,597 2fOgMMACOr HOLO | djieclbenst @ gredODngd
Adj ustment to physiological pHwth 1M sodi um hydroxide

Ex. 28 CMB card comprising a tone2gegeNegbyol 812 5. 0g
d ycerol 3.0g Water for injection to 100

Adj ust ment to physi ol ogi cal pHARGLESTN LVENEION de

Embodiments of the present invention use members of
nature, structure and configuration achievable generally
and/or specifically by implementing teachings of our co-

10 pending PCT publication No. W097/09842 of even date
herewith. Such members thus have capability to sustain and
propagate input vibrational energy by bending waves in
operative area(s) extending transversely of thickness often
but not necessarily to edges of the member(s); are

15 configured with or without anisotropy of bending stiffness
to have resonant mode vibration components distributed over
said area(s) beneficially for acoustic coupling with
ambient air; and have predetermined preferential locations
or sites within said area for transducer means,

20 particularly operationally active or moving part(s) thereof
effective in relation to acoustic vibrational activity in
said area(s) and signals, usually electrical, corresponding
to acoustic content of such vibrational activity. Uses are
envisaged in co-pending International ©publication No.

25 W097.09842 of even date herewith for such members as or in
"passive" acoustic devices without transducer means, such

as for reverberation or for acoustic filtering or for

acoustically "voicing" a space or room; and as or in

AMENDED SHEET

coul d

3
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18 Ex. 29 5-(2-chloroethyl)- 2.0g

4- met hyl oxazol e M gl yol 812 5.0g dycerol” .
3.0g Water for injection to 100 m Adj ustnent to physiol ogi cal pH with
1M sodi um hydr oxi de Ex. 30 CvZ

2.09 Mglyol 812 ° 5. 0g Glyczerol ] 3:0g \C/I\ater
for injectionat » 100.d kst S o with, 1M sodi um
hydr oxi de EXA(IE\)/%t\I%% 31-32 tl%%l Si o% erep%{ Asgir Y%ong g%‘ fRet™

i nt ernal tOI | - a pRaserd b & i S FEAL ¥ES £ ﬁ%@%ﬁ/‘;%gﬁhhgrf P&u@%ggkers
conponent s

0.5g DVPC when supplied with ZnP@tDBPgnals to be converted t@ 28id
d ycerol 4.0g Water for injection to 100

Adj ust ment t os@hydj obogiwatugi as tin A sosh dm vtysht oxkslesed to sound to
Ex. 32 5-(2-chloroethyl)- 0. 5g 2, 4-di net hyl oxazol e DMPC
2.0g DPPC 5 be converted into otheiy sGgpedsol 2.0g

This invention is ©particularly concerned with
greetings and the like cards incorporating acoustic devices
e.g. in the form of loudspeakers. The term '‘greetings
card’ is intended to encompass’ analogous cards such, for

i0 example as advent calendars and the like.

Members are above are herein called distributed mode
radiators and are intended to be characterised as in the
above PCT application and/or otherwise as specifically
provided herein.

15 The invention is a greetings or the like card having
at least one leaf, characterised by a lcudspeaker
comprising a board forming a leaf of the card and in that
the board is a member having capability to sustain and
propagate input vibrational energy by bending waves in at

20 least one 9operative area extending transversely of
thickness to have resonant mode vibration components
distributed over said at least one area and have
predetermined preferential locations or sites within said
area for transducer means and having a transducer mounted

25 wholly and exclusively on said member at one of said
locations or sites to vibrate the member to cause it to
resonate forming an acoustic radiator which provides an

acoustic output when resonating. The member may have a

AMEMDED SHEET



19 Sodi um carbonate buffer pH 7.0 to 100 m In a first
step the drug was dispersed in water at roomtenperature. An enul sion was
then prepared fromthe resulting drug-water dispersion, together wth

addi tional indicated conponents in the fornula. The resul t | ng errul sion was
stabl e and had an-average dropl et size béow 100 nm and could ea5|ly the " 4

sterile filter (200 nmfilte MPLES 33-38 Enul sions according to
Exanpl es 31- 3F Wt prepd &FW&‘%WQ%%AWW it conpdrierss: The member

EI>\(/PC33 EX. %ndéy J%(mprslseg\% %ore of f%%med p‘haﬁsl@Pﬁagdwz.ch'eggbetweeh()g
0.1g 0. 5%neetsl- 08 € g@grq:l 5,0 Og . 2.50
Water for inj encetel on to : oard 100Trrrl1e tr rﬁucfdﬁgug?ﬁeﬁbte tD pieZo

physi ol ogigcale 1l v it bJeMd%le umnlay%%l de b talli EX.
36 Ex. 37 Ex. 38 5-(2-chloroethyl)- — oY °§ §5§°t2*3185- ™5 §§=¢

2, 4-di met hyl dyazedep AIRC & pair of leaves, and)ﬁEhns agsgﬂlated4w99hDPPC
0.1g 0. 5¢g 1. 0g dycerol 59 1. 5g 1. 25¢
Sodi um car bortdtee Imfvfess ot 7tPiggering actuation oJEOQ:tfé trdffdwter 3Q0N
movement of one leaf relative to the other leaf. The card
may comprise a signal generator, an amplifier and an

10 electric Dbattery on a leaf of the ‘card to drive the

transducer. The member may be adapted to receive printed

matter.

AMENDED SHE=T



20 EXAMPLES 39-42 Emul sions according to Exanpl es 31-32 were prepared

with the foll ow ng conponents: Ex. 39 CMZ

2 .0g Egg yol k phosphol i pi ds 2.5g dycerol 3.-0g Water ....
for injection to _ 100 nl Adjustnent to physiological pHwth lNISOthﬁh .
hydr oxi de Ex4 40 5-(2-chloro-1-hydroxy~. .."
2.0g ethyl)-4- nethylthlazole Soya phosphol i pi ds 2.59g dycerol

3.0g Water for injection to 100 m Adjustnent to physiological pHwth

1M sodi um hydr oxi de Ex. 41 CMZ

2. 0g Soy phosphatidyl choline 2.5g Gycerol 3.0g Water

for injection to 100 m Adjustnent to physiological pHwth 1M sodi um
hydr oxi de Ex. 42 CMZ 3 00 V4 f 2. 0g
Pl uroni c F68 . 0g ter for

i eotion to 100 M Adj BEQEEJM SEQrpTION OF DRAW b 1M sodi um
hydroxi de s The invention is diagrammatically illustrated, by way

of example, in the accompanying drawings, in which:~-
Figure 1 is a diagram showing a distributed—-mode
loudspeaker as described and claimed in our co-pending
"International publication No. W097/09842;
10 Figure 23 is a partial section on the line A-A of
Figure 1;

Figure 2b 1is an enlarged cross-section through a
distributed mode radiator of the kind shown in Figure 23
and showing two alternative constructions:;

15 Figure 3 is a perspective diagram of an embodiment of
greetings card according to the present invention;

Figure 4 is a perspective view of a transducer.

BEST MODES FOR CARRYING QUT THE INVENTION

Referring to Figure 1 of the drawings, there is shown
& panel-form loudspeaker (81) of the kind described and
claimed in our co-pending International publication No.
W097/09842 of even date herewith comprising a rectangular

5 frame (1) carrying a resilient suspension (3) round its
inner periphery which supports a distributed mode sound
radiating panel (2). A transducer (9) as described in
Figure 4, is mounted wholly and exclusively on or in the

.panel (2) at a predetermined location defined by dimensions

10 x and y, the position of which.location is calculated as

ag I UREST
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22 CLAIM5 1. A pharmaceutical fornulation which is an oil-in-water
emul sion for parenteral and oral 'use c har act er i zedinthat it
conpri ses (i) an-emulsion-stabilizing surface active drug in high
concentration; (ii) optionally a pharmacol ogically inert oil; HEERD K
optionally a suiﬁactant; (iv) water orsa buffer: and (v) adaagent..
giving isotonicity to the final fornulation. 2. A formul ation according

to claim1l cdesgnibgdcin qux do—pendd nign X rrseati idoreal| pibhissé abohi ¥ong

surface active drug is a drug for preventi and/or treating
B lsfgh

neurodegeneré@%&ﬂ

ef fect.
in that sald

5-(2- chloroet

iRafitngvaRn sthe deradisant @ kﬁ%ﬁ@hvbﬁnﬁypﬂowaﬁes

Iatlog accordlnaﬁ;o claiml c har c-teri zed

léﬂiﬂ r§g§nP§Pa QPR itPe *’8|596‘3|t§ el ée@éatﬁrem

4- et hyl oxazol

te z‘f"ﬂbs%

th| 2- chI oethy

5- ( 2- chlorogt sflf Zuépﬁgthy gg?QSS%CfE ?o?ﬁe?%&V?nzbﬁ a signa

di et hyl t hi azg) mqg Sugychioro- anh%%wetrgzy'gfl LI DEQEOLE Phe' IS

opti cal i Soners.

ri zedin

frul dati 67 accordi
t&gggd§@bg ggukghggcgggglkgg5ng surface actlve drug is

5- (2-chl oroet hyl)-4-met hyl t hi azol e. A formul ati on according to any one
of clainms 1-4 Figures 2a and 2b are partial typical cross-sections

10

15

20

25

through the loudspeaker (81) of Figure 1. Figure 2a shows
that the frame (1), surround (3) and panel (2) are
connected together by respective adhesive-bonded joints
(20). Suitable materials for the frame include lightweight
framing, e.g. picture framing of extruded metal e.q.
aluminium alloy or plastics. Suitable surround materials
include resilient materials such as foam rubber and foam
plastics. Suitable adhesives for the joints (20) include
epoxy, acrylic and cyano-acrylate etc. adhesives.

Figure 2b illustrates, to an enlarged scale, that the
panel (2) is a rigid lightweight panel having a core (22)
e.g. of a rigid plastics foam (97) e.g. cross linked
polyvinylchloride or a cellular matrix (98) i.e. a
honeycomb matrix of metal foil, plastics or the like, with
the cells extending transversely to the plane of the panel,
and enclosed by opposed skins (21) e.g. of paper, card,
plastics or metal foil or sheet. Where the skins are of
plastic;, they may be reinforced with £fibres e.g. of
carbon, glass, Kevlar or the like in a manner known per se
to incréase their modulus.

Envisaged skin layer materials and reinforcements thus

:);-



characteri zedinthat said drug is used in an anmount of from
about 0.01 to 5.0g per 100 m of the final formulation. 6. A formulation
accordingtoclaim5char acteri zedinthat said drug is used in
an amount of from.about 0.5 to 3.0g or preferably fromO0.5 to 2..0g .per 10Q°’
m of the final formulation. 7. Aforrhll ation according to cldiml c'h &
rac-teri zedinthat said phaéﬂﬁcologlcally inert oil, which is

i ncluded as a conponent if the emnul si Gt iIizing surface active drug is

Bbout 0.5 tota0g. RpuErebbfs W e, 1805 farn " bRl SRR £ 9070 ¢ o
20g per 100 pief the fipgl Egz?Fgee&kQQ?daﬁsg §ei&9éf§egﬁeqfn<%gh§?x?{§mrpg

consisting o soybean oi l, same ol peanu

cott onseed 0&'bo@Q@ﬁgﬁzO'forﬁiﬁg|9“@%a@'bf‘¥H€1éﬂﬂd 9$&V§n0@haﬂn¥%é”n
chain triglycerides or acetylated nonoglycerides. : formul ati on
accordi ngst opehaéimik Ca hmambe2 Q2)t av¥irg Zc@p&bil&ﬂflaﬁo saud tauhf acd@nt is
used in an anount of from about 0.1 to 20g, preferably from1.0 to 10g or
nost preferredopagatd. OnpotSvOgrpeioddD edenfy thie Hdndang arandsatiroreand

sel ected from pharmaceutically acceptable non-ionic surfactants,

phosphol i pi dseaatl aepeot Ivperafilvabl e e f esttands ngc c gptaalsive tse Livegw fat or y
agenci es. 9. Aformulation accordingtoclaimlchar ac-teri ze
d in that sa’F%Il‘éEéﬁﬁsgl‘é'?ndW‘éQ)td?ﬁS&f’taylf{ oMPRE fVharathulcanrangxts

gl ycerol and/or sorbit _ . A process for preparatlon of the
erul si on accot8FRP PBeglaPH?ﬁ cSAig ra§ clﬁaé r Png eagea and ha

10 predetermined preferential locations or sites within said

area for transducer means and having a transducer (9)

mounted wholly and exclusively on said member at one of

said locations or sites to vibrate the member to cause it

to resonate forming an acoustic radiator which provides an
15 acoustic output when resonating.

2. A greetings or the like card according to claim 1,

characterised in that the member (2) has a cellular core

(22) sandwiched between skin layers (21).

3. A greetings or the like card according to claim 1 or
20 claim 2, characterised in that the member (2) comprises a

core (22) of foamed plastics {97) sandwiched between sheets

of craft board (21).

4, A greetings or the like card according to any one of

claims 1 to 3, characterised in that the transducer (9) is
25 a piezo-electric bender. -

5. A greetings or the like card according to claim 4,

characterised in that the bender (9} is cr&stalline.

6. A greetings or the 1like rard according to any‘

oy
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in the case where the enul sion-stabilizing surface active drug is not

itself used as the internal oil phase by - adding the

enul si on-stabilizing surface active drug and an .opti-onal’ conventi onal’
surfactant to a.two-phase, oi | -wat er-system at roomtenperature; ° - .’
al l owi ng the enul'sion-stabilizing surfacel#dctive drug or =~ the " ¢
emul sion-stabilizing surface active drug together with the

convent i onal EE??ﬁegaﬁt Fgaéaui I FB?SFEtgFlF g by @ntdFdce®f  ledwRFng

an agent givi LS i C] t he final formul ation;, an -

honogeni zi ng Eg‘%hfg%ggreésﬁs%rge}ptm&?ﬁ’rﬁ c{%g)v\,ﬁéﬁ%fraﬁggt ¥pra the P%%?%i%?‘nri s
obt ai ned whi ch_.L -droplet, L sk I St i re t | ragtion
i s bel ow 200 Eﬁ?aaeg%g?n%ﬁéaggg %erttelgt %gaglrgggc%l%n\é@ﬁor?sn grgo‘{l‘%l‘e&}%téeafnal
oi | phase of phe syskeprbytive-td SRErSLRY-t heaenul sion-stabilizing surface
active drug together with a conventional surfactant in water at
roomtenpesature; A greakliawisn@rSatige suikacicanry tocesitdihdr abe Atailhes,

i nterface; addi ng an agent giving isotonicity to the final

formul ati on; ahdracterhsedgbri 2i rsg goma lhi gngureisstl)y eaheamplddee rweardebyn a
stabl e emul sion is obtained which has a droplet size di stribution
where the nmi @léetcitohatsebel 6W 2D0onna leaf. of hecessrdacdoordiiive tohel ai m
10 char ac-teri zedhby an additional final sterile filtering

st ep. transducer. 2 5 12. Use of the fornulation
according to claim1 for the manufacture of a nedicanment for .prevention
and/or treatnént of EtFDdeYEhePdt i &RCr 1h%Ei nG2 AR antFELBRYREF sak® APY

dati ve- ' ff _ , hod f h i d/ .
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t herapeutically active a of a forrrul ati ory according to claimlis
ac%m’ ni stered parenterall g? raI ly to the( patient in need of such
t reat ment 14. A phar maceut ce\L’ forrrquatlon flor the use in the prevention
and/ or treatnent of neurodegeneration or obtaining an anti-cony#me
effect or sedation patient in need thereof conprising

emul si on-stabili zi chﬂlrface aé‘PW@‘W} QPERTY ORGAVZATEMt i ng "'-S::w

Sedat | on: o I ERSRHAY St Riamion sl el e Pl i P RRRONSIRERSY o

optional | y©& %ﬁ"f’%?ﬁﬁfgmmm‘t’? %) water| or (&) EtpFrfonal Pebliition Nuzafiber an @&1?71'09341

gi vi ng i st oii0dR 14824 106, WE0H, IGASH 2788 nul (242 D
25 12. Aph3¥#R3¥Mical formulation flor é%mltfsméﬂ“f’%l"fbﬁcéfo%%%pm a7 e

Lreat ment | of SHEAHSASIERALER O SBLaIRLNG @fnaRbls S0 2Rk 8 L26h 80mm v

sedat i gn [ need t hereo conprii CH. CN, CU) Oz, B{)DK, EE, ES, FL. GB, GE, HU,
enul si tzatm@mﬁqnﬂgﬂmafeace 23 epteinhe L1998 1102.09.96) foQns, Pt 65,00 K 8RMTILD LK, LR Ls, L'I‘
treating meurodegeneration or obt ai nijng ag tm@@}ml Pﬁ' ,ﬁ‘f{?

sedat i on; | ag prori(daled OPtionally a pharnacoljo sl;yz,vﬁi PO Qdishe (KB, 13, MW, £, ish, G),
opt i onal I Yy a smbaet ant ; 2 September (905uj2.09881 ercear a Rudsfaepatent GUNGIAZ, BY, XG, &M, TJ, T™},

i 9% (3 5) GB iPgtest (AT, BE, CH, DE, DK, ES, Fl, FR, GB,
agent giving i %836@ city %%mbﬁg%f(sﬁo@%g GB for m , LU, MC, NL, PT, SE), CAFI patent (BF, BJ,
CF, CG, CI, M, GA, GN, ML, MR, NE, 8N, TD, TG).

(71} Applicant (for all designaied Siates except US): VERITY
GROQUP PLC [GB/GBY, Stonehill, Huntingden, Cam- | Published
bridgeshire PE18 6ED (GB). Without internasional search report and fo be republished

upon receipt of that repori.

{72} Toventors; and

(75) Inventors/Applicauts {for US only): AZDJA, Herry [CA/GB];
3 Southacre Close, Chaucer Road, Cambridge CB2 2TT
(GB). COLLOMS, Martin {GB/GB); 22 Burgess Hill,
London NW2 2DA (GB). HARRIS, Neil {GB/GB]; ¢ Davey
Crescens, Great Shelford, Cambridge CB2 5IF (GB).

(74) Agent: MAGUIRE & CO.; 5 Crown Sweet, St Ives,
Cambridgeshire PE17 4EB (GB).

(54) Titde: GREETINGS COR THE LIKE CARD
(87) Abstract

A greetings or the like card {144), characterised by a
board (2) forming at least part of the card and in that the board
is a distributed mede acoustic radiator having a transducer (9)
mounted wholly and exclusively on the radiator to vibrate the
radiator to cause it to resonate.
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